09) t&#»WBr*r««M 
bb*££ 

(43) BBttMB 
2002 ^8 £ 29 B (29.08.2002) 




PCT 



(10) BRaM*4 
\VO 02/066464 Al 



(5D ®®m*ft&' 

31/351, 45/00, A61P3/06 

(21) SBttBS-3-: 

(22) d!8iiJ@B: 

(25) B£ttB®St§: 

(26) BR^BHOffS: 



C07D 405/10, A61K 

PCT/JP02/01481 
2002 £2 320 B (20.02.2002) 
B*t§ 
B*B 



(30) fi5fe*t-r-^: 

»B200M8202 2001 ^2 23 B (23.02.2001) JP 
^^2001-128031 2001 *P4 £25 H (25.04.2001) JP 

(71) BBA f'*HSB<±T0>!!SBIIioi*"O: *S 
(KOTOBUKl PHARMACEUTICAL CO., 
LTD.) [JP/JP]; T 389-0601 ft SIR 4(11415 «#BT*=£ 
Stt 6 3 5 1 Nagano (JP). 



(72) 

(75) £W*/aJMA /*B!:OL^tfl)Ai: B lU 5 
(TOMI YA MA .H i ros h i ) [JP/JP]: T 38^-0601 ftSS 
f4B fi*&r**«*i 1113 SiG Nagano (JP). « 
B (VOKOTA.Masayuki) [JP/JP]: t3S"-0023 ft 
BS B«m A« 2 6 7 1-1 0 Nagano (JP). SB 
3 (NODA.Atsushi) [JP/JP]: T3SO-0S16 Sff 1 §5 
rfi HfHBffT 1 3 1 0-4 5 1 Nagano UP) *B fk 
(OHNO.Akira) [JP/JP]: T 3S9-0604 ftfrR tt?4» fi 
&Bl*^ft9 8 3 Nagano (JP). 

(74) A: E$ fi . n(TANAKA.Hiroshi ct al.): T 105- 
0001 HC3R«*Brt^n-Tl 1 91 1 4#»*f 
JU 7 Rt Tokyo (JP). 

(81) flSB /IB Ay: AU, BR. CA, CN, ID, IN, JP. KR, MX. 
RU, US. 

(84) JiSHiffi*;: a- q^/<»»<ai; BE, CH.CY.DE, 
DK, ES, Fl FR, GB, GR. IE, IT, LU, MC, NL, PT, SE, TRY 

[mm*] 



= (54) Title: jS -LACTAM COMPOUNDS. PROCESS FOR REPODUCING THE SAME AND SERUM CHOLESTEROL-LOW - 
{= ERING AGENTS CONTAINING THE SAME 

jj (54)BBa)<ft: fl-5**Afc*#iatf*OBB*a«tfl= = HS**r*JftBaU^Tn-JU«TB 




(Rj)r 



(I) 
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H 3 C*CH 3 
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R 3 Y^r- R 3 

— R4 O Rj 
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^ (57) Abstract: Novel 5 -latcam compounds represented by the following general formula (1) or pharmaceutically acceptable salts 
?5 thereof which are useful as serum cholesterol-lowering agents: (1) wherein A,, A 3 and A< represent each hydrogen, halogeno, C,. 5 
alkvl, Ch, alkoxv, -COOR b a group represented by the following general formula (b): (b) (wherein R, represents hydrogen or C,. 3 
O alkvl), br a group represented bv the following general formula (a): (a) [wherein R 2 represents -CH : OH ; -CH : OC(0)-R, or-CO : -R,; 
^5 R ? 'represents -OH or -OC<0)-R,; R< represents -(CHj^R^CH^ (wherein k and 1 are each 0 or an integer of 1 or above provided 
© that k+1 is an integer not more than 10: and R 5 represents a single bond, -CH=CH-, -OCH r , 

r\ [tat*] 
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lull 



.M:; III; lil. II 



caibonvl or -CH(OH)-): provided that at least one of A,, A 3 and A, is a group represented by the above formula (a); A : represent* 
Ci.j alky!, C,.< alkoxy, C,.« alkenyl, C,. ; hydroxyalkyl or C,.« cafoonyialkyl: and r. ? p. q and r are each an integer ol l). I or :. 

(57) 5*9: 




(I) 



(R 3 )r 

^;VSx C i- C .©r;u=i if-i/Ss -COOR.s (b): 
— 0^/ C0 * Rl (b) 

T-mTS^ Xfcttt^ ( a) : 
R, 

Rs^A^Rj 
— RT^O^Rj 

R.tt-CH:OH^ - CH.OC (0) -R.JXtt-CO 
t-Ri** R.li-OHSXIi- 0 C (0) -R.g, R*tt- (CH 
»)nR.(CHi)i- «&L> ktltt0XI4U±O8«T*^ k + 
1 «: 1 0 WT«DSS»T-&*oK * R • * S t , -C 

H = C H - v - OCH.-, *;i/#-MX&- C H (OH)-T* 

a) 

a,b, c ,~ c »ot;i/*;HBs c c .07^3 *'>tBs c.~c 

* )\, =. )i> 7 j\> * frt&T: & S » 

n^p, qSVrliO, 1 Xtt 2 ©SIK££f.] 
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2X? = -K&yteroBS!l:-ouris:. s££^e*-<-< 
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PCT.'JP0:/<U481 



Bj§ m * 

&&w&, mm/3 - ^ f? $ A{b£iMth-^cDi£ii;££. ftvizmt 

H»tt*«££ftT^3 (0fl*«s Lipid Research Clinics Progra 
m. , J. Am. Med. Assoc. , 1984,251, 35 1& IF 365) 0 5£^s HMG-CoAjItgHPS 

HMG-CoAM7G§#fm^#m&±/&l&?i=i U7fo-jHT 

(0y3.HU Mevacor in Physician's Desk Reference, 49th ED, Medi 
cal Economics Date Production Company, 1995, 1584) 0 3. <D #K 

•^i^i^^tlt^S (0"Jx.yU M.A.Farboodniay Jahromi et al., 
J. Nat. Prod. ,1993,56, 989., K.R.Price, The Chemistry and Biologi 
cal Significance of Saponons in Foods and Feeding Stuffs. CRC 
Critical Reviews in Food Science and Nutrition, CRC Press, 1987, 
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26,27) e Zfi^commitlt. '^fiT©3 U*^o-;i/0E&*Ec <* 

c: 1 1 j; d s jfii* =i u * v 1 d * fST c * * t mm £ tlT ^ 5 ( # 

X. SP. A. McCarthy et al . , J .Med. Chem. , 1996, 39, 1935) c & tz , MrS 
3b7rD - 7 £ £ A flj £«l * 8 = £ tl T I a 5 ( 

S.B.Rosenblum et al. , J. Med. Chem. , 1998,41,973, B.Ram et 
al., Indian J. Chem., 1990, 29B, 1134. * Jl 2 *±USP498, 3597) „ 
H n & ® j8 - =? $ $ Afls#tttt> |.101/^tD-JHS 

*^i/7fn — ;n& Jiangs /s ^^to 0-59 * Mb£-Ms . 

>i?&i§r£g(:K 0- * d J: D , Jfr H^il o TBIW 

J: D /h»C#»£*ia. Z(D0-7t * Mb£&-0- d >K 

£l&^-f S (W^l^ M.van Heek et al. , Brit. J.Pharmacol. ,2000,1 
29,1748, J. Pharmacol. Exp. Ther., 1997, 283, 157) c 

(3 - =7 >7 $ Affi&ll ^ < OipCDll * -0 *fc 
-fbl^©=i l/^^D-^fiTf^ffliffi^^tLT^S (0'Jx.li'W.D.Vacc 
aro et al., Bioorg. Med. Chem. Lett. , 1998,8, 3 13) o tfrbs SIP ft 
4£;h,fc»£, i©^b-&«U±'Mlt#4r*^U J: !> £ 

fe^i^fta^ J: & A v mi u*^ n-;i/MPi§#ji: itii, 
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■f * Rj|fe£A s iS^fcgK /MiTffiJR^tirx 'Ml±fit:t3i/7f c 



$8 SB OK** 

& ^ U 3 ^T-e t J: 5 « . KX tttt* t J: 5 ira* t>S? ££fctt 
bTWJBSe C -1E$I# C0!);tfcfR.J.Liiihardt et al., Tetra 
hedron, 1998, 54, 9913, D.E Levy, The Chemistry of C-Glycosides;E 
lsevier Science;0xford, 1995. , M.H.D.Postema, C-Glycoside Synth 
esis. CRC Press; Boca Raton, 1995) t U it H 4 7 V V h* t T 5 
Ut> (1) ^»t#St5^i/3'>y-fti5ftBtl:$^ife 
SCh^^s SB#H'.M»±j£fc:gi; 5 £ h^Rji^T-fe D N (2 ) 'M 

■J-fctofc, *^BJ(± N &5S©-t£5$ ( I ) : 
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(i) 



^;i/^s Ci~C 5 ©7/l/3^i/S, -COORk (b)-: 

°>/ ( b ) 

H 3 C XH 3 

(ifK R i&Tkmm^s C.-Cs£D7il/JrMT-fe5.) 
T^rSx (a) : 

R 3 

^VV 113 (a) 

R 2 &-CH 2 OH», - CH 2 OC (0) -Rx^Xte-CO 
2-RiS, R 3 !±-0HSXIi-0C (0) -RJ, R <tt - (CH 
OkRi(CH.i)i- (fib, kl: lttOXtt 1 W±©»jfcT?» Ds k + 
llilOWTOSStifeS.K $fcR«l^^$iU -C 
H=CH- N -OCH 2 -s *;i/st? = ;i/*Xtt- C H (QH)-"C* 
5,) T'ftST'fe^ A is A3&tFA4©^1"ft*» 1 Ott^f±E ( 
a) ^T'Tjsf SIT- S o 
A 2 &> C !~ C s© 7;U^;i/^s Ci~C 5 ®7Jl/n*ylI, d~C 

s ©t;u^ -;i/0s c i - c 5 © t k D^$/7;^;i/ix.tt c.~c s © 
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73 )\/ i£ - )\y 7 jv 2? ;m t- <b % c 

iu p N q&Vrt±0> i Xtt 2 tDlStgte] 

usiogjgatfes. ££*f§Bjms -ess (i) -cwstiafc^ 

n-;Wg~F£iJT-fc£„ IC, ##§i8tt* (I) t^^jft^ 

. % m % mur % ft m> omm 

©au Mttiis ten; *^i4 3!jr-b;i/fflcttji!ifl3*nTx i^'pfttift 

B^fct) 0. Ol~lOOOmg$l~S0l:^lt 

fc, — ass; ( i ) T-nztiziti'&yib 0 - ? ? tr^ — vmmMtooft 
/? - -7 ^ ^ T-if jfi*»tt N iic «t * 0 - 7 * # Am<Dfrmzmm 
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( 1 ) ( 4 S*, 3R*)-4-{4-[(2S, 5 S 3 3R, 4 R 3 
6 H ) - 3 , 4 , 5-MJtFB*'>-6- (hh'D^i/^f ^) ^ 
;i/tKD-2H-f^>-2-^;i/] 7 x - ;b} -l - ( 4 - 7 ;u t 
D7x-;i/) -3 - [3- (4-7;i/*n7x-;b) 7nf;i/] T.-c 

■ ( 2 ) ( 4 S*, 3R*) - 4- (4 - {[5S, 2 S 3 3 R , 4 R, 
6R) - 3, 4, 5 - h y t K D - 6 - ( t Y u * i/ * f-fr) ^ 
Jlh FD-2H-t7>-2--f;H * 7 3L-JI) - 1 - ( 4 

- 7>tfn 7 x-;i/) -3 - [3- ( 4 - 7;1/^-d 7 x^;b) 7d£ 

( 3 ) ( 3 S , 2 R 3 4R, 5R, 6 R ) - 2 - [( 4 - {( 4 S *, 
3 R * ) -1- (4-7^*D7i-M - 3- [3 - (4-7 ;i/ * 
D7x^;i/) 7*Dt;U] -2-t^V7f5 L ^>-4-^H 7x~ 
)V) - 4, 5 - V T*. is - 6 - (T-fef-;^* W . 

(4) (4 S*, 3R*)-4-(4-{[5S, 2R, 3R, 4 R% 
6 R ) - 3 , 4, 5 - h U t h*Difi/-6 - (b HD^i'/fjP) ^ 
ji/tFD-2H-t7>-2-^;H * 7 x ) - l - (4 

- 3- [3 - (4-7i^D7 x - ;u ) 7* D tr 
ju ] T-fe*f-$>>-2-*> 

( 5 ) ( 4 S*, 3R*)-4-(4-{[5S, 2 R , 3R, 4R, 
6R) - 3, 4 5 5-hUtKD*5/-6 - (tHn#i/^;i/) ^ 
;i/ 1 K p - 2 H - K 7 > -'2 -4" * t 4 -;!/} 7 x - ;u) - i - ( 4 
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' h^y7zrjl/) - 3- [3 - (4-7J^D7i-il) 7* G c 

;!/] 7 ? -fe"^^>- 2 > 

( 6 ) ( 3 S , 2 R , 4R, 5 R, 6R) - 2- [(4 - {( 4 S-, 
3R*) -1- ( 4 - * h ^ris 7 - 3- [3 - (4-7 /utt 

d 7 x - ;u ) 7* n t: )l ] - 2 - * % V T 7 -tf S/ > - 4 - -f ;i/ } 7 x - 
;p ) * ;w ] - 4, 5 - ^ y -fe ^ ^ =Jr — 6 - (T-tf^^r^y/ 

( 7 ) ( 4 S-, 3R*)-4-(4-{[5S, 2R, 3R, 4R, 

6 R ) - 3 , 4, 5-hUt FD^i/-6- (kFDdry^'^^) ^ 
;t> 1 K d - 2 H - > - 2 ->r ;u] p< ^ 7 x - ;u) - l - ( 4 
- ^ ^ ;i/ 7 x - ;i/ ) - 3- [3 - (4-7;u^-D7x^;i/) 7* □ f 
;u] T-te'^>- 2 

( 8 ) ( 3 S , 2 R, 4R, 5 R, 6R)-2-[(4-{(4S*, 
3R*) -1- (4-^Jl/7iUl/) - 3- [3 - (4-7;i/^D 

7 x - ;i/ ) 7* D £ 71/ ] - 2- t^rV7-i!f^>-4-^l/} 7 x - 

7U) -4, 5 - yr-bf/i'**^- 6 - ( -t ^ 71/ * p< 

^71/ fc FD-2H-t7>-3-^;i/7tf-h 
( 9 ) ( 4 S *, 3 R*) -4-(4-{(5S, 2 R , 3R, 4 R , 
6R) - 3, 4, 5-rUfcKn*2/-6 - (t h*D^y/f ;v) ^ 
;bt Fo-2H-t7>-2-^^] p<^;i/} 7 x n ;i/ ) - l - 7 x 
-;i/-3- [3- ( 4 - 7 o 7 x^;i/) 7*dk;i/] 7-e*-y>- 
2 

(10) (3S, 2 R , 4R, 5 R , 6R)-2-[(4-{(4S*, 
3R*) - l- 7i_;i/-3 - [3 - (4-7;i/^-P7x-;b) 7" □ 
K7U] - 2-^^V7^'f^>-4-'fM 7x"7U) ^7U] -4, 

7 
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5-y'7tf - 6 - (T-feT^i^^^filO ^ 71/ t K c - 

2H-k , 7>-3-^l'7i:f-h 

( 1 1 ) ( 4 S*, 3R*)-4-(4-{[(5S, 2 R , 3R, 4 
R , . 6 R ) - 3 , 4, 5-MJtHn*'>-6 - (kFn^r^f 
1 h* o - 2 H - > - 2 - -f 71/ ] *r-7i/} 7x^7iO -l 

- ( 4 - 7 7V * P 7 x - 71/ ) - 3 - [ 3 - ( 7 x =. 71/ ) 7* n f 71/ ] 7 

-tf f - s; > - 2 - * y 

( 1 2) (4 S*. 3R*)-4-(4-{[(4S, 5 S, 2R, 3 
• R , 6 R ) - 3 , 4,5, - MJ t F D y - 6 - (tFn^fy/f 
FD-2H-t7y-2--fM *3=-7i/} 7 x.n7i/) - i 

- (4-7 P 7 x ~ 71/ ). - 3 - [2 - (4-7Jl/tD7i/if 

(13) (3 S , 2R, 4R, 5R, 6R) -2-[(4-{(4S*, 
3 R *) - 1 - ( 4 - 7 )V* P 7 x -3- [2- (4-7;i/# 

D 7 i y ^ y ) 3i f - ;i/ ] - 2 - * =¥■ V 7 -fe* ^ ^ > - 4 - •< 7U } 7 x- 
71/ ) p<^;v] -4, 5- ^ 7 -fe ;u * * - 6 - * 

K P - 2 H - £7 >- 3 /I'Ttr- h 
( 1 4) (4 S*. 3R*)-4-(4-{[(42, 5 S, 2R, 3 
R, 6R) - 3, 4, 5-MJtFQJry-6 - (tF'D^^f 
71/) *Jl/fc K P - 2 H- >- 2 -4 71/] * h 7 x - 

1 - (4-7 7l/^P7x^71/) - 3- [3 - (4-7 71/^D7x~ 
7U) 7*Phf7b] -THff-^>- 2 

(15) (4 S *, 3R*)-4-(4-{[(4S, 5 S , 2 R , 3 
R, 6R) - 3, 4, 5-hUtKP*S/-6 - (Un^'y^ 
7V) ^7V t K P ~ 2 H - K =7 > - 2 - 4 71/] / h * i/ } 7 x ~ 71/ ) - 

8 
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WO 02/066464 

1 - (4-7JWD7I-/0 ~ 3 - [ 2 - ( 4 - 7 )v 7- U 7 x 7 =r 
*>) - T 2 

( 1 6 ) ( 4 S*, 3E*) - 4- (4 - {[(4S, 5 S , 2 R , 3 
R, 6R) - 3, 4, 5-MJtFD^ry-6- (tFD*^^? 
71/) ^tfD-2H-t7>-2-'f^] * h ^ v } 7 x ~ - I 
-7iz;Mf;i/-3 - [3- ( 4 - 7)i* d 7 x = ;i/) 

(17) ( 2 S , 3 S , 4 R , 5R, 6R) - 6- [4 - {( 4 S *, 
3R*) -1- (4-7i^D7i-M - 3- [3 - (4-77]/# 
D7x-7l/) 7DtM - 2-t^V7-fe'^^>-4-^JH 7 x ~ 

*■;!/] - 3, 4, 5-b'Jt Kn^i/^;vth'D-2H-t:7> 
-2-£7i/*>g? 

(18) 2 - {4 - CC4 S*. 3R*)-4-{[(5S, 2 R, 3 
R, 4 R , 6R) - 3, 4, 5-h'Jkb' D^'>-6 - (bKD^ri/ 

* 71/ ) ^71/ 1 K d - 2 H - £ 5 > - 2 - 'f ;u ] ^ 71/ } 7x^;u- 

3- [3- (4-7WD7a-^) -2-^^rV7-iff 
£7-71/] 7x7^r>>} -2-^JV7Dt't>lxfjl/i7fil' 

(19) 2-{4-[(4S*, 3R*)-4-{[(5S, 2 R , 3R, 
4 R , 6R) - 3, 4, 5-hUth*D*>>-6 - (kh'D^r^f 
71/ ) ^71/ th'D-2H-t7>-2--fJl/] * ^71/} 7 x - ;V - 3 - 

[3 - (4-7;i/*D7x-;i/) 7* D £ 71/ ] - 2 - * V T -fe" ^ i7 ^ 
71/] 7i7^ri/}-2-^Jl/7Dkt>^ 

(20) 2 - { 4 - [( 4 S*, 3RO - 4- {[(5S, 2R, 3 
R , 4 R , 6R) - 3, 4, 5 - h 'J k K D^>> - 6 - (tFD^^> 
;>< ^ 71/ ) ^71/ fc h* D - 2 H - £ 7 > - 2 - W 71/ ] ^ 5 1 71/} 7 x ~ 71/ - 



PCT.'JP0:.'»M4SI 

WO 02/066464 

3 - [ 3 - (4-/Tib7x-il') 7* D £ ;i/ ] - 

(21) 2 - { 4 - [( 4 S*, 3R*)-4-{[(5S, 2E, 3 
R, 4R, 6R) - 3, 4, 5 - HJ t h'D4>>- 6 - ( t K n *• 

^ f - ;i/ ) ^;i/t Hn-2H-t7>-2-'fM > r- )v } 7 x - rv - 
3 - [3 - (4-/*-;i/7x = ;u) 7* d t: ;i/ ] - 2 - * * v t -if 3^ 

(22) ( 4 S , 3R) - 3- [( 3 S) - 3- (4-7;i/^D7x 
-;)✓) - 3 - t K D =3f ^7*D 4 - ( 4 - {[( 2 S , 5 S , 3 R , 
4R, 6R) -3, 4, 5-hUth*D^S/-6 - (t>*D-*$/*^ 

;v) ^;vtFD-2H-t7>-2-^^] 7x.-;p) -1 

(23) (4S, 3R) - 3- [( 3 S) - 3- ( 4 - 7 ;i> # n 7 x 
-;u) - 3 - t b* O 3r 7* n £ ;i/ ] - 4- (4 - {[( 2 S , 5 S , 3 
R , 4 R , 6R) - 3, 4, 5^ 'J k Fn3p-> - 6 - (kFD^^' 

*?-)\<) t H d - 2 H - £ 7 > - 2 - -f * 2- ;i/ } 7 x - ;u ) 
- 1 - 7 x-;i/7t*fi/> - 2 > 

(24) ( 4 S , 3R) - 3- C(3S) - 3- (4-7;b^n7x 
-;i/) - 3- tFo*J/7DtM - 4- (4 - {[( 2 S , 5 S , 3 
R, 4R, 6R) - 3, 4, 5 — hUbKn^r^— 6 — ( fc K o * */ 

p< f - ;i/ ) ^;bth'D-2H-K7>-2-^M ^ M 7 x - ;i/ ) 

-1- (4-^^71-M 7ff>;>-2-^> 

(25) ( 4 S , 3R) -4- (4 - {[(5S, 2 R , ' 3 R , 4R, 
6R) - 3, 4, 5 - h U t K D * */ - 6 - ( t h* u * > * ^JU) 1 
Jl/tFD-2H-t7>-2HM 7 x - 1 - (4 
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- 7 JlTT U 7 - - )l) - 3- [3 - (4-7MC7;UH ySf 

(2 6) (4S, 3R)-4-(4-{[(,2S, 5 S , 3 R , 4 R , 
6R) - 3, 4, 5-MJfcKn**>-6 - (kFoiy^r^) ^ 
ji/t Fn-2H-f7>-2-^M * 3=- M 7 x - ;i/ ) -1- (4 
-7;i/^-D 7 x^;u) -3- [3- (4-7;^D7i-;H -3- 

t^fV7Dt'JV] 7 -t" f - >* > - 2 - * > • 

(27) ( 4 S , 3R)-4-(4-{[(2S, 5 S , 3R 3 4R, 
6R) - 3 , 4, 5-h'jt Kd*^-6 - (tFD^r^fiH ^ 
jmFD-2H-f5>-2-^b] ^ f - ;w } 7 x - ;u) - l - 7 x 
- ;i/ - 3 - [3- (4-7ii/tD7i-)b) -3-**v7dk;|/] 

(28) (4S,3R)-4-(4-{[(2.S, 5S, 3R, 4R, 
6R) - 3, 4, 5-h'Jt h*D^^-6- ( k h* D * i/ * ;i/ ) ^ 
^kFD-2H-K7>-2-^^ 7x-;i/) -1- (4 
-/fjy7i-Jl/) - 3- [3 - (4-7WD7i-M - 3- 2)- 

(29) 4 - [( 4 S , 3R) - 3- [( 3 S ) - 3- ( 4 - 7;i/^ 
D 7 xn;i/) -3-tF u**/~Tu k;i/] - 4 - ( 4 - {[( 2 S , 5 
S, 3R, 4 R , 6 R ) - 3 , 4, 5 - h U k K D * - 6 - ( k K 
n $/ * ) k h* d - 2 H - k 7 > - 2 - -< ;i/ ] * * )\>) 7x 
-;i/) - 2 -**y7*f^-JV] 

(30) 4-.[(4S,.3R)-4-(4-{[(2S, 5 S, 3R, 
4 R , 6R) - 3, 4, 5-hUkh-n*$/-6- ( k h* n * $/ * 

k Fn-2H-f7>-2->fJl/] ^ ^;i/> 7 x-;i/) - 3 

11 
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- [3 - (4-7;i/^ro7x^;u) - 3 - * * V 7* o e jv : - 2 - r 

(31) 4 - [( 4 S , 3 R) - 4 - ( 4 - {[( 2 S , 5S, 3 R , 
4 R , 6R) - 3, 4, 5-HJt h'DTy-6 - (kF^y^r 

;u) ^.;i/t Fo-2H-t , 7>-2-^i'] * 7 - 3 

- [3-(4-7;i/;fD7x-;i/) 7 D £ ;H - 2- tf-dr V 7 -e x v 

(3 2) 3- C(2E) -3 - ( 4 - 7;i/*D 7 x-;i/) -2-7 
n^-;u](4S,3R)-4-(4-{[(2S 3 5 S , 3 R , 4 R , 
6 R ) - 3 , 4, 5-hytPD#'>-6 - (t|fD*5/^^) ^ 

;uth*o-2H-tr7>-2-^;i/] ^ 7 x - ;u ) - l - (4 
-7;i/^-o7x-;v) 7 > -fe'f-^>-2-/}-> 

(33) (4.S, 3R)-4-{4-[(2S, 5 S , 3 R , 4 R , 
6 R ) - 3, 4, 5-MJkFD^fy-6- (tFD^y/f^) ^ 
;bb FD-2H-t7>-2-^;i/] 7 x - ;u} - l - ( 4 - ? 

D 7 x ~ ;V) - 3- [3 - (4-7;i/tD7i-;i/) 7DK^] T-fe* 
^ >* > - 2 - * > 

(3 4) ( 4 S , 3 R) - 4 - {4 - [( 2 S , 5 S, 3 R , 4 R, 
6R) - 3, 4, 5, - hnh'P^y-6 - (kFD^^^JH 
^;i/tHD-2H-t7>-2-^b] 7 x -1- (4-7 )V 

^D7i-;i/) - 3- [3 - (4-7;i/^"D7x-;i/) - 3 - # V 
7Dt;i/] 7* -fe* > - 2 

(35) ( 4 S , 3R) - 3- [( 3 S) - 3- (4-7;i/^D7x 
- 3- bKD^ri/7Db';i/]-4-{4-[(2S, 5 S , 3 
R , 4 R , 6R) - 3, 4,5-r'Jth*P*r^-6- ( t K D * * 
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^7-)l) FD-2H-t'7>-2-^M 7 x - jl } - 1 - ( 

4-7J^D7x-ji/) r-G^v>-2-^r> 

(36) (4S, 3 R) - 3- [( 3 S) - 3- ( 4 - 7;u*n 7 x 
-;U)-3-tKP^^7'Pfc , ;i/]-4-{4-C(2S, 5 S , 3 
R , 4 R , 6R) - 3, 4, 5 - h "J t Kd*«>-6 - ( t K a * -> 
/ 1 FD-2H-f?>-2-^H 7xrM - 1 - ( 

(37) ( 3 R , 4R) - 3- [(3 S) - 3- (4-7J^D7i 
^;i/)-3-bKD^^7 , Db';i/]-4-[(2S, 5 S , 3 R , 4 
R , 6R) - 3, 4, 5-hUfcKD*S'-6 - (tFo*^^ 

;i/ ) t h*P-2H-t'5>-2-^;i/] - 1-7x^7^^ 

>- 2 

(38) ( 4 S , 3R) - 3- [( 3 S ) - 3- (4-7J^D7i 
-;i/) -3-t b'D^j/7Dt;i/] -1- (4 - {[( 2 S , 5 S , 3 
R , 4R, 6R)-3, 4, 5 - h U t K D * > - 6 - ( t h* n * 
A*)v) ^/v t K d - 2 H - e 5 > - 2 - *f ;u ] * 7 x =.)V ) 
-4 - (4-7;i/;Tn7x-;i,) T-b*^^>-2-^-> 

( 3 9 ) ( 4 S , 3R) - 3- [( 3 S) - 3- (4 - {[( 2 S , 5 
S, 3R, 4 R , 6 R ) - 3 , 4, 5 - h »j t K D * 2/ - 6 - ( t h* 
n*$/*^;i>) ^;i/tKD-2H-t7>-2-^i/] 7x 
-;v) - 3 - t h* n 7* □ t; ;i/ ] -1-7^— ;u-4 - ( 4 - 7 ;i/ 
i-0 7i-il/) r-fe*f-^>- 2 

(40) ( 3 R*, 4R*)-4-(4-{[(5S, 2R, 3 R , 4 
R, 6R) - 3, 4, 5-b'JtKD^>-6 - (tFn^rJ/^^ 
;i/ ) ^JVth'D-2H-b'7>-2-^M 7 x - ;b ) - 3 
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- [3 - (4-7JWD7:-Jl) "Db'il/] -1- (4-7 yi- r c 
7 x - TUv-V > - 2 

(4 1) 3 - ((3 S) - 3- tFn^i/-3-7xrjb7nuH 
( 4 S , 3 R) - 4- ( 4 - {(( 5 S , 3 R , 4 R , 6 R) - 3 , 4, 
5 - h »J t K d ^ f> - 6 - (tKn*^*^;!/) ^ ^ t h* n - 2 H - 
t7>-2--fM ^ 7 x - ;b ) - 1 - 7i-;i/7-ifry>- 
2 

(42) 4 - [3 - (3 S) - 3- (4-7;u:*o7xx;i/) - 3 

- t K D * *> 7* D £ ;i/ ] ( 4 S , 3R) - 4- (4 - {(2S, 5 S , 
3 R , 4R 3 61) - 3, 4, 5 - F 'J t h'D^i/- 6 - (kFoar 
i/ tf-fr) ^;bkFD-2H-t7>-2-'fil/] 7 x n 

(43) 4 - (4-{(5S, 2 R , 3 R , 4R, 6 R ) - 3, 4, 
5 - h U t h* D ^ - 6 - (t l«D*S/^f^) ^Jl/t FO-2H- 

tr-7>-2-'f;i/] * 7 x -;u) ( 4 s , 3R) - l- ( 4 - 

^^71-^) - 3- [3 - (4-7;i/2fP7x73^>) 
-7 > -fe'^^> - 2 -;f.> 

(44) 3 - (3-7i-^7"Dt;H ( 4 S , 3R) - 4- (4 

- { ( 5 S , 3 R , 4R, 6 R ) - 3 , 4, 5 - h U t K n - 6 

- (trn^fJ/^f^) ^JbtfD-2H-k7>-2-^l/] 

7x~;i/- 1 - 7x-;i/7-fe'f y>-2 - ^ > 

(45) ( 4 S , 3R) - 3- [(3S) - 3- (4-7J^D7i 
-;i/) - 3 - t K Pdri/7*D tfyu] - 4 - ( 4 - {[( 2 S , 5 S , 3 
R, 4R, 6R) - 3, 4, 5-MJtKn*2/-6-(tKn**> 
^^;i/) ^l/kHD-2H-k7>-2-^l/] xx>} 7 x - 
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l - { 4 - 7 )i?r n 7 --ji) 7 a ^vy - 2 - sty 

(46) (4S, 3 R) - 3 - [( 3 S) - 3- (4-7i^c7- 
) - 3-tKDir^7DfJl/] - 4- (4 - {[ ( 2 S , 5 S , 3 

R, 4R, 6 R ) — 3 , 4, 5-hHFD^y-6 - (hFn^y 
tKo-2H-f^>-2-^;b] x^-;u} 7 - - ;i/ - 
1- (4-7;^D7i-;i/) 7-te*^ v>- 2 -;f> 

(47) ( 4 S , 3R) - 3- [( 3 S ) - 3- (4-7i^D7i 
-;i/) - 3 - fc h* D^^D - 4- (4 - {[( 2 S , 5 S , 3 
R , 4 R , 6 R ) - 3 , 4, 5 - MJ t h'D^y - 6 - (hFD^y 
*3-)V) ^;i/t HD-2H-K5>-2-'f^] - 1 - 7*d ^ > - 3 
- M 7 x - )v - l - (4-7;i/7f-D7x-;u) r -tf ^ v > - 2 - 

(48) ( 4 S , 3R) - 3- [( 3 S ) - 3- (4-7WD7i 
-JV) - 3 - t h-D#^7*P - 4- (4 - {[(2S, 5 S , 3 
R, 4 R , 6R) - 3, 4, 5-h'Jth*D^^-6 - ( fc K n * *> 
*?JV) "Wl/t KP-2H-fc'^>-2-^;U] 7 u 7 x - ;b 
-1- (4-7J^D7i-iP) 7 y -tf5 L ^>-2-^-> 

(49) 3 - ((3S) - {4 - [( 2 S , 52, 3 R , 4R, 6 
R) - 3, 4, 5 - h U t h* d - 6 - ( t h* d * * ^ ;b ) 

t Fd-2H-1^7>-2-^M 7 x - - 3- tKn*«>7D 
t;H(4S, 3R) -1, 4 - t: 7n (4-7 7U;tD7x-;i/) t -fe" 
^ > - 2 — 31- > 

(50) (4S, 3R) - 3- [( 3 S ) - 3- (4-7WD7i 
-71/) - 3 - t K d^>7d f71/] - 4- (4 - {[( 2 S , 5 S , 3 
R, 4 R , 6R) - 3, 4, 5 - MJ. t K D * - 6 - "( t F □ * 
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1 h* n - 2 H - f 7 > - 2 - >f ;u ] ^ r^^yofi/- 
3 - f 7x-;u-i- (4-7i^D7i-ib) 7fry> - 2 

(5 1) (4 S, 3R) - 3 - [( 3 S) - 3 - (4-7WD7i 
-)]/) - 3- k>*n^>7'DtM - 4 - ( 4 - {[ ( 2 S , 5 S , 3 
R, 4 R , 6R) - 3, 4, 5 - h U b K D ^ ^> - 6 - ( fc K n * S/ 
^ f=- ;u ) 1 H D - 2 H - K 5 > - 2 - -f ;u ] ^ h^y-2-7'D 
^ > - 3 - ^ ;b} 7i;j^-l - (4-7;b^-D7x-;b) 7 -fc? ^ v 

> - 2 - * > 

(52) ( 4 S , 3R) - 3- [( 3 S) - 3- (4-7;i/#D7x 
=.}]/) - 3 - t K n^> 7*D - 4 - ( 4 - {[( 2 S , 5 S , 3 
R, 4R, 6R) - 3, 4, 5-hUfcKD*'>-6- (kFa^y 
;>< hh*D-2H-b-7>-2-^;i/] -1- 75 1 > - 4 - 

7i-;V-l - (4-7;^D7i-iH 7*f-y>-2-* 

> 

(53) ( 4 S , 3 R) - 3- [( 3 S) - 3- (4-7J^D7i 
= ) - 3- bKnJry7Db';H - 4- (4 - {[( 2 S , 5 S , 3 
R, 4 R, 6 R) - 3 , 4 , 5 - h <J t: h* D**> - 6 - (fc F D**> 
y^;V) ^^tFn-2H-^7>-2-^l/] 7*5=-;i/} 7 *=.)]/ - 
1- ( 4 - 7 ft* a 7 x~;i/) 7-fc? y- 2 

(54) ( 4 S , 3R) - 3- [( 3 S) - 3- (4-7WD7i 
-ft) - 3- th*D^S/7of;i/] - 4- (4 - {[( 2 S , 5.S , 3 
R , 4R, 6R) - 3, 4, 5-h'JtKP**>-6- ( h K n * 

^;btb'D-2H-t7>-2-'fM -1-^>t 1 >-5 
- -Y ;u} 7x~;i/-l- (4-7Jl/tD7irjV) 7 -tf ^ v > - 2 - 
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7T > 

(55) ( 4 S , 3R) - 3- [(3S) - 3- (4-7;UxTD7- 

- 3 - t h* oiri/7*P - 4- (4 - {[( 2 S , 5S, 3 
R , 4R, 6 R ) - 3 , 4, 5 - h 'J k Fo^y- 6 - (th'Diy 

^tFD-2H-t7>-2-^;i/] ^>^;i/} 7 x - ;i/ 

-1- (4-7WD7i = ^) T -tf 7- «>* > - 2 - > 

(56) ( 4 S , 3R) - 3- [( 3 S). - 3 - (4-7Jl.tD7i 

- 3 - t K u*i/7n - 4- (4 - {[( 2 S , 5S, 3 
R, 4 R , 6R) - 3, 4, 5-h'Jth*D^^-6-(th*D^^ 

7 x - - 1 - ( 7 x ~ ;i/ ) 7-fe*5 1 ^>-2-^-> 

(57) ( 4 S , 3R) - 3- [(3S) - 3- (4-7J^D7i 
-;i/) - - 4- (4 - {[(2S, 5S, 3 
R, 4 R , 6 R ) - 3, 4, 5-h'JtKD**>-6- ( t h* d * *s 
* t: FD-2H-f7>-2->fil/] jl/- 2 M 
7 x " ;U- 1 - (4-^;i/7i-A) 7-fe*5 : -^>-2-^-> 

(58) (4S, 3R) - 3- [(3S) -.3 - (4-7 7l/^D7x 
-;V) -3-th* D ^ v >7d t!jl/] - 4- (4 - i[(2S, 5 S , 3 
R , 4 R , 6R) - 3, 4, 5-h'Jfch*D*>>-6 - ( # ;u * 

v ) kFB-2H-K5>-2-'f ;u] x^;u-2-^;i/} 7x 
- (7x-;b) 7-fe*^-v>-2-^-> 
WTOi 1-12 £*&W<Dfc<£V>)ZM&3£ l -?:Mmt % * ftiK it 
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St £09 1 9 

i£ : R.Noyori et al . , J. Am. Chem. Soc. , 1987, 109 , 5856) b T fb^tt ( 
1 9 - 2 ) £f#£o <b^^J ( 1 9 - 2 ) <Dfr®&*1ftU&£.&&&. 

mmfrfo?zfrxiZ7km&*m&?tm%.mi!-£T<b'&® (19-3) 

tT So <b-&%0 ( 1 9 - 3 ) iztt U ft£'#J (12-1) J:Heck JE 
ftSK 4-D*: = mtt^««tta7cT 5 d ilTft^* ( 1 9 - 4 )• 4f» 
5iPs 3U±fc-£rt) (19-5) ttt#RJfe (^>Jii^ T.Hayashi et a 
1. , J. Am. Chem. Soc. 1984, 106, 158-1 63; A. Saiga et al ., Tetrahedron L 
ett. 2000, 41, 4629-4632; ;C. Dai et al. J. Am. Chem. Soc. 2001, 123,271 
9-2724) U fc&m (19-4) <b$® (1 9 - 4 ) &S!& 



WO 02/066464 



PCT,'JPo:/014Sl 



«8C^ N (I) OfifitftS, 




( R 7 It -OAc m^ltlt -OBn S) 



Mi£#J2 0 

-f s. > (2o-i) ^Mit^j i 9 tfle^5p*a7c utft^a ( 2 0 

- 2 ) tti. fc-&«5 (20-2) (D^Z^frffiZmykftM bXttfo 
t5*;v*>^i:lfef v U&£flJ*/S^T£--5 * * Mb (0J;U£D 
CC§) ^-frT^b^t) (19-3) £f#£o t fcs ft£$J (19- 
3 ) fcHbiirt) (20-2) 0/3-7 ^ £ Mb (&> Jtfcf E t M g B r 
«) ttll&ns. lt&®> (19-3) &m&m 1 9 fcfcl^ -jKS 

( 1 ) ommttazx, 
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Br 



1 ) X 7. T n> S^lJDTkfrfi? 




W-3 (R3)n 



mmm 2i. 

{b-^tl (19-1) CMltSS^^^tfct^ fc£#J (21- 
l) 4ira;Hb£-® (2 1-2) ttZo ib&m (2 1-2) 

TcLTfc^ (2 1-4) fctJK -fb^-tJ ( 2 1 - 2 ) £/fb£t) (, 
2 1-3) ftttBS-fcTUb^® (21-5) fcf*. -fb^^l (21- 
4.) (C'fb^-tJ (2.1-3) £f£/B£-&T<fbllrt) (2 1-6) £*#£o 
m^X, <b£rt) ( 2.1 - 6 ) tm& (12-Ulil 9-5) t Z * 
y7'J >^^-^T<b^t) (21-8) iltfc^x /? - 7 £ * A (21 
-1 0) -13 s (2 1-5) ii^^ilTC ltfb-&i ( 

2 1-7) i:Lftt> :7U yVLXlb^'®) (21-9) i: 

tJ„ <b (2 1- 9) &/?-7**A<fb1-5C JlT-fb^tl ( 2 1 
-10) ? fcH b ntzib&'%) (20-10) ti-flga; 

( i ) (DmnttzZo 
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A3 

{ 



o o 



(19-1) 



O O 



1) 



2) ^v^Aj-X 

(R 3 )n (21-1) 



A3 

(21-2)^=^( R 3)n 



|\yY^R 8 (R 3 )n<=/>^« 
><^ A 2 ( 21.3) 



oh o 



' (21-4) 




(R 3 )n- 



% A4 



A, N 0 

fcrY* 



(R 3 )n 



(21-3) 



(R 3 )n 



(21-5) 



(R 3 )n 



(21-6) 



y^W-(R 3 )n 
HN O 



^ nil <_> 

(R 3 )n i~^ Al 

(21-7)^^" 



2) 



R 7 

QH O ^ /A4 

1) ■ i I e/*T T ^Ni^, i 

R 7 R7-^"O^R 4 "y^ a 2 H^' nv -^^(R 3 )n 

(21-8)^=^0*3)" 



(19-5) 



2) 



(12-1) 



(19-5) 



/">A 4 \ fl-WME u^Aj^V^ 



^(Rjin 



J ^-A 4 
(R3)n 



(21-10) 



(R 3 )n 



(21-9) ^ (R 3 )n 



R 3n R 4n p> q> r N Z tff IB i: IrJ C T* & D > R 6 &-CH = 
CH^Ii- C E2O H\ t'feSo k t± 1 W±©»8u lftOXttltt 
±©8»tfc!K k+ li± 1 0 WT©S!»-C&So 
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3 1/ a t 1 d A ft ffi a A * * - 1 * 5 ^ A * * - £ o 17 5 J3IK 

AA**-£ 3 E"ro©Pt#W\ 0. 5 % 3l/7fD 
in 314 (CE-2 S B*^l/7) *4BH#x.fco ^UrD-i^l 
ffiM&fc#Ctt&fcft*1Mb£&* 1 B 1 03ffi|gPB:#bfc. 
ftll 0 OglfeD 0. 2mL©F^ : BDD^a©» (WIS) X 
h ^^c P 3 5/ « 4>©*»ft'&«l tfc. ^20 

Lfco lfilSS|g3 \y 7, J- u — ;n±3 I/X^d— ^e-'xt. h <? □ - (ft 
##&3S) £EV>T«l£Lfc« &gfcfc£$)03&Jlt&x SE=H/*xn--;i/ 
^ft^t «fc*jfll.+ 3 i'*? 1 D-;i/i*©±#^c*ft5»il!l* (%) 

& i 3 *©#iifci: N ttmmizMtz&itm (%) sitcts 
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tl3 



it-torn 


&f 




&#0gc 




#* 


(m 


g/k g) 


(0) 


mt%(%) i 


2 




3 


7 


- 1 2 0 


1 3 




2 0 


4 


- 2 8 


1 5 




2 0 


4 


- 2 1 


2 3 




3 


7 


- 1 7 7 


2 4 




3 


7 


- 1 5 6 


2 8 




3 


7 


- 1 3 0 


3 3 




3 


4 


- 6 7 


3 8 




1.0 


4 


- 2 


4 5 




3 


4 


- 1 3 6 


4 6 




3 


4 


- 1 4 7 


4 9 




1 0 


4. 


- 5 5 


5 6 




0.3 


4 


-8 4 


5 7 




0 . 3 


4 


- 8. 1 . . 



* (B) SfflVNfc^U 1"fet>*> a -N - r-fef-;u- D - 

h S -fr-JOzM? 3£#J^tfj££t$ Mark von ltzstei 
n£cD£& (Org. Lett. ,1999,1,443-446) fcfi£^ittt«K 0 tz • 



CH 2 OH 

HO V^o 

ftHAc 



(A) 



No Reaction 



CH 2 OH 

HO v^o 

flHAc ,„ % 
(B) 



CH 2 OH 

HO < V^"'OH 
RHAc 
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% M ; a - N - 7 -fe 7- ;u - D - # r ? hit ^ — — -if TvW t? Sit 
0. 3 2 unit (1. 6 9 unit/ml 0. l%BSAttt"0. 5M 
?x>|t h "J •? AMM) 

Si;^x>iTO(pD=3) 0. 6ml 

wL j 3 5 °C 

;' N M R « If > 7*;^ f - a. - r C * Jl 2 m g 4 * D 81 D s * ^ > 
B^h'^AifftO. 6mK 110. 3 2 unit £ fin ^ 3 5 °C !c 
TtlU -£B#Mcri:£NMR*8!l£Ofco 



1 4 





' 2 


4 


6 


.8 


10 


12 


18 


24 


B 


89 


79 


68 


57 


50 


45 


40 


22 


■ A . 


100 


100 


100 


100 


100 


100 


100 


100 



#s it^fr fc'il[lz!c##*Stt 2 4 «flHft t*S^T 7 8 %pftm UfcO- 

C-7'JH (A) 14 x *Mt>»*t:,fc*I&»*gW-1\ 2 
il: i>^T < 7>JM©£f&l4ISi?> h ft&frofco 

ft 6 © t 4 ■■ t) M £ ft 5 * © T" (4 & ^ e 

mmm i 
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4 - (4-{C(5S 5 2 R , 3 R , 4 R , 6R) - 3, 4 , 5 - h 

U fc K d * ^ - 6 - (t Fn^y^fJb) -^il/b h'o-2H-t'7 

>- 2 --f ;io 7 x=;u) ( 4 s *, 3 s») -1- (4-7 

;u^-D7x-;u) -3- C 3 - ( 4 - 7 o 7 x - ;i/ ) 7af;i/D 
7-fc*^7>-2-*> (fb-^t) ( 2 j) 

OH 




#%0|J 1 - a : <b£$> ( 1 - 4 ) O^rgg 

jb^tl (1-2) (5. 3 7 g) CD T H F mm ( 7 0 m L) £> 9 
— BBN (5 0mLs 0. 5M THF^t) ^1^ 5 ^HSn*ft38 

L/ fc o 

^m^i&IT^ b> KsP 0 4 ( 1 0 mLs 3M tK&?&) £ 

An* i 5#(Hjrt#bfco ^:a4 - ( t -7^;v^^^;u^> 

7 □ ^ ^ > > (3. 0 1g)s PdCls (dppf) ( 
0 . 73g) ODMF»» (1 OOmL) ^ilDX, 18 BlF^filjfbfco 

TBAF ( 1 5 mL. 1. OM THFM) £Jnx.x 3 BSEaaftb 

■7 h 7*7 7 -f - (Sf|xf;U7r;i/ : ^ ^ It > = 1 : 2 ) £T**K 
t> fls^tt ( 1 - 4 ) £ 3 . 5 8 gs 2 ff S (JR* 5 6 %) tCT^fco 

Mass (ESI) m/z : 662 (M+H 2 0) + 

IE (Or) : 3430 cm- 1 
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1 H-NME ( CDCla ):2.71(dd,J=8. 8, 13.2Hz), 3. 13(dd,J=2.4^ 14.2Hz ), 
3.32~3.36(m,2H),3.45~3.50(maH),3.60~3.74(m,4H),4.4S~4.68( 

■»6HM.80~4.95(b,4H).7.18~7.37(hk24H) 
###|J 1 - b : <b£W ( 1 - 5 ) (D£m 

«J ( 1 - 4 ) ( 3 . 6g) C^dd^J^SS (2 2. Om 
L) t s Mn0 2 (9. 65g) £ in ;U 2 1$ M im ft 9 % t « Rfc 

^ft ( 1 - 5 ) S 3 . 4 6 g (M 9 7%) * m&lfcik t U T f# fc . 
Mass (ESI) m/z : 660 (M+H 2 0) + 
IE (KBr) : 1692 cm-» 

1 H-NMR (CDCl 3 ):2.77(dd,J=8.8,14.2Hzh3.16~3.20(maHK3.32 
~3.36(m x 2H).3.49(dt % J=2.0,9.3Hz),3.61-3.66(m x 3H)x3.72(t % J=8. 
8HzK4.46~4.67(m,4Hh4.81~4.97(nu4HM.18~7.41<iih22HM.74( 
dsJ=8.3Hz),9.95(SaH) 

1b&® ( 2 ) (D&f& 
( I ) ibS®} (1-5) (3. 4 6 g ) © b (54. 0 . 

mL) ^l/dra7-^-^7 ( 3 . 4 6 gX b */ frWL 
P-7Jl/tD7-'J> (0. 6 1mL)£jDX.\ 1. 5 B| in l& jI iT 

(II) ( I ) "Cf§&ftfcrti£*D© h^x>M (54. 0 mL) t 
nBu 3 N (5. ImL) £jD*fco 5 - (4-7;^D7i;^)- 

^>^>B^d'JM1. i6g)£iQ;U l 5 is 63 in ft 9 ftt ifets 

in hcim (i5mD §jd^s 15 ^mmn btzo wajf £ 
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(III) (II) T**# & flit it \Z M e 0 H : T H F = 5 m L : I m 
L(D&&mi&K: 10%Pd-C ( 2 0 0 mg) ZMz., TRUSTS 

U5b^;i/*^A^Dvh^^7'f - (^□o^ii'A : ^ * y - ;u = l 

0 : 1 ) tl T IS 84 U <h&® ( 2 ) I64mg ( JR* 2 6 % ) £ & fc . 
Mass (ESI) i/z : 554 (M+H) + 
IR (KBr) : 3376, 1737, 1503, 1218 cn-« 

1 H-NME (CD 3 OD):1.82~1.98(io y 4H),2.65~2.78(m,3H),3.09~3.39 
(m,7H),3.64(dd,J=5.4,12.2Hz),3.77~3.81(m,lH),4.94~4.98(m,lH), 
6.98~7.05(m,4H) > 7.18~7.22(m,2H),7.30~7.33(m,4H),7.38(d,J=7. 
8Hz,2H) 

mmm 2 

4 - (4 - {C( 5 S , 2 R, 3 R, 4R, 6 R ) — 3 , 4, 5 - h 
- (T-feb * - t FP-2H-t7 

> - 2 - ^ ;iO * ;i/ } 7x^;iO ( 4 S * , 3 S * ) - l- (4-7 
n 7 x-;i/) -3- C 3 - (4-7J^d7i-^) 7*nt;i/) 
7*-fe'^>- 2 Ub£t) (3)) 

OAc 
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fc^m 2 ( 6 0 0 m g ) CDi^it * y- b > (11. 0 m L ) I: E 
t S N ( 0 . 7 7 m L ) N ^tKIfH ( 0 . 4 9 m L)> DMAP 
ft) £flnx. N SICTl 6 L/fco *SIJI*iS*a*ffi*'Cifc# 

^574- (Siif^x7r^:^ i rit>=l : 2) !:TllIL> 
flS-S-ft (3) £ 6 0 0 m g ( JR* 7 7 % ) ttllfc. 

Mass (ESI) m/z : 722 (M+H)+ 

IE (KBr) : 1749,1506,1380,1221,1029 cm-' 

1 H-NMR ( CDC1 3 ) :1. 82-1. 84(m,4H), 1.93(S,3H), 1.97(S, 1.5H), 1.9 
8(S,1.5H),1.99(S,1.5H),2.00(S,1.5H),2.02(S,3H),2.61~2.64(m,2 
H),2.79~2.82(m,2H),3.07~3.08(m, 1H), 3 .56-3. 69(m, 2H), 4. 02~4. 
23(m,2H),4.58(d,J=2.4Hz),4.89~4.95(jn, 1H), 5 . 03 ( t, J=9. 3Hz ), 5 . 17 
(t,J=9.3Hz),6.90~7.007(m,4H),7.08~7.12U,2H),7.18~7.24(in,6 
H) 

#%0"J 2 : fl5^» ( 2 - 2 ) (D&m 

4- (2, 3, 4, 6 -x h ? - o j3 - D - K 

7;i/;i^) (<b£^ (2-2)) 



OBn 




p - (t e r t-7>^^7x-;w>DJr^;Mf^) - 7* D ^ ^ 
> -t? > ( 6 . 66g) C-78'CTnBuLi (1 OmL, 1. 57 
M >**0 'fcflsfli DSftptl (XI) £ - 7 8 "CT-f 
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h 7 ^ > V Jl 7)1 $ D y 5> t h > ( I ) ( 7 . 3 1 g ) t iH T o fc e 

ft»tf«TK»Lfc. ^ETillSSiL, 8g»*ftOS«C^ 

»fc*ifcfl3'&«l£»tfi**-l/ > (2 6mL) tlgJSLs - 5 0°CT" 
Et 3 SiH (0. 82mL), BF 3 - Et:0 (0. 33mL) £ fiQ 
;U 1. 5I^IH«#l/fc. «S?PMW**ftIiLx 1 1$ F^lg#&> *«J1 

3 ) T^Sc Ln 2-2)1. 4 8 mg (M 1 5 

IE (KBr) : 3388,1452x1362,1210,1068,1026 cm-* 
1 H-NMR (CDCl3):3.49-3.81(m,4H) x 4.04~4.96(m,13H),6.92-6.9 

5(m,2H),7.09-7.76(ms 2H) 

3 - a : <b£*&) ( 3 - a ) (D&m 
4 - (2, 3, 4, 6-5^ b 5 - o - *<> t? )V - j3 - D - 7 to t 

7^>M p< h#->^JRSK^f-;i/3i^^;i/ (<fb£-& (3-a)) 

OBn 
BnO A A. x OBn 

0'^ 0 J>^OBn 

3-a 

MeOOC 

( 3 - 1 ) ( 5 5 5 m g)s ^fJV-p-tl>-D^^^>V'x 
- h ( 1 5 3 mg)s PPh 3 ( 3 9 4 mg) OTHF (5. OmL) 
m&lzV IAD (0. 3mL) £JD;U 2 2 «f IH«» bfc-. iETI 
ISbs BI^>iJ*^i^7A^D7f^77^ - (B£I£xf-;i/x;* 
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: ^*V> = 1:3) CT»8U ( 3 - a) 4 1 8 0 m 

g (JK^2 6 %) 
IE (neat) : 1713, 1605, 1434, 1359, 1248, 1164 cm-' 
1 H-NMR (CDCl 3 ):3.49~3.77(m,7H), 3.89(s, 3H) , 4 . 07- 4 . 1 1 ( m, 1H), 
4.19~4.22(m,lHh4.51~4.60(m,4HM.82~4.89(m,2H),4.94(s,2H), 
6.87(d,J=8.8Hz,2Hh7.15-7.36(m,20HK7.96(d,J=8.8Hz,2H) 
3 - b : (3-b) 
4 - ( 2, 3 , 4 , 6 - 7- h ^ - o - 1 > f y)V - /? - D - =i K 
7/^>M * h ^>>^>^;i/7;i/n-;i/ (<b<£t) (3-b)) 

OBn 
BnO,,. aN OBi 



lX OBn 
,OBn 

3-b 

OH 



L i A 1 H 4 (lOmg) CD x - x ;i/ ( 5 m L) % A C , ft ( 

3 - a ) ( 1 8 0 m g ) O x - ^ ;i, ( 5 m L) & £ 0 °C tz T iD X. .fc «, 

Mfc-C 1 5 «-IH«#Lfc«fc* ( 2 . OmL), 15%7.kgMb^h 
■U «> ( 0 . 5 mL) %mZtzo -fe 5 W h 3i££*flS 

: -N^f- > = 1 : 1 ) CtlSL, ft-^tl (3-b) 1160m 
g (JR*"9 3 %) T'fffcc 
Mass (ESI) m/z : 684 (M+H+Na)+ 
IE (neat) : 3442 ci-i 

1 H-NME (CDC1 3 ):1. 56(s, 1H ) , 3 . 49— 3 . 5 3 (m, 1H ) , 3 . 60— 3 . 77( m, 6H) , 
4.08~4.12(m,lH),4.20-4.23(m,lH),4.52~4.61(m,6H),4.85(ABq,J= 
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11.2Hz,2H),4.93(s,2H),6.88(d,J=8.8Hz,2H),7.15~7.36(n,22H) 
3 - c : it&® (1-14) 
4 - ( 2 , 3, 4, 6 - J- b 5 - 0 - ^ > i/ ;i/ - /? - D - /u d -i 

^ y s/;u) ^>X7Ht h* (1-14)) 

OBn 




1-14 



(I) [4 - (2, 3, 4, 6-f h7-0-^>i?Jl'- J 9-D- 
^3K7;^) h;ux>0. 3 g0eSff<fblKft 3 mLMt, N 
BSO. 9 g t'OVJ K 0 . 0 5g£in;L. 2l^F^iD 
UfrSat^-frfco fiJ6**»9Ux S?i^x-t;1/ 3 0mL%3)Di> 

- (SBHf;i/x7f;i/ : -s^-y- > = 1 : 8) ttlllfco 

(II) (I) &*)ftt>titz7v=cW. ( 2 2 4 mg) CDMSO (3 
mL) NaHC0 3 (4 5 mg) ^iDi^ ifitt 1 l&IHU 
1 0 O'CCT 4 BSHlKftLfcx RlBa*»Kx^;i (30m 

Att^nifcc mmzmztzt, ( 1 - 1 4) 

tt^Ki: bTJR*2 6 % ( 211) T-f#feo 

Mass (m/e) : 436 (M + ), 394, 307, 273,245, 214, 163, 135, 105, 77, 51( 
BP) 

IE (neat) : 2914,1641,1437,1257,1017,954,708 cn-i 

1 H-NMR (CDCl 3 ,400MHz)<5 : 1 . 96, 1 . 97, 2. 06 ( 12H, eaeh, s), 3. 75-5.4 
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0(7H,m), 7.96,8.02(4H,ABq),10.06(lH,s) 

2- (4- C4-K5S, 2 R , 3R, 4 R , 6R) - 3, 4 , 
5-MJtFD^r^-6 - ( h F n i/ ) - * )v t K n - 2 H 

-k , 7>-2--fil']>f^} 7r-JW (4 S*. 3 R * ) -1- ( 
4-7Jl/tD7i-il/) - 3- C 3 - (4-7J^D7j-;V) 7* □ 

t?;iO - 2 - # it t -t£ 7i;^^-2-^;^d;w 

4 y*7T*sv K Hbl§r'$) 1 9 ) 




('I ) -ft^t) (4-4) (3. 19g)(D7th> (22. 0 m 
L ) mmiz, 2-7d y g&@£:n^;u ( 0 . 7 7 mL^ ^gg£ U 
•7 A (0. 9 7g) ^Jnx., 4 OttP^iil^iLto IS^Tt^v 
SSlbs 3r££ML£o »B« S ^ U * ^ ;i/ * 5 A ^ d h ^ 5 7 
^ ;i/ :' ^*tf>= 1 : 3) fcTtt«Lfc. 

(II) ( I) 7?»&nfcflJ^U (2. 93g) / -71/ • x h 

7th'D77> m-Sifc (1 : 1, 40mL) CMLfco 10%Pd 
-C (0. 3 g) £in;U zkfRfcS&TMfcT 3«fM«#Lfc-. 

-fh53its zmzmm ufcsu ^'j*y;i/*7A7o?^77^ 

£ ( 1 . 2 1g, 51. 8% ( 2Xfi)) Ctti. 
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4-4 




W 4-2 

1) Br ^CQ 2 Ei K 2 CQ 3 

2) H 2 /Pd-C 



OH 



IS 



ID H)C >c CH3 



lb-£-tJ 1 8 ( 4 0 0 mg) ©rF7kFD77 > -zk&£M ( 5 : 
1 , 3 mL) tlTk^-fc U 5=-«i7 A ( 5 0 m g ) *JOi. iSf 8 BSEfk 

y;i/i7A^D?F^77-f - (^Do*ji/A : ;i/ = 5 : 

1) CtiStS^ ft^*(19) £ 3 7 7 m g (JR* 5 1 . 0% 
( 3 Ig)) CTfcSo 



OH 

HO,,. JLaOH 



18 




LiOH 



^CH 3 
0<^^C0 2 Et 



THF-H 2 0 



OH 

HO/, JL .*OH 




- CH 3 
-"^COjH 



Mass (ESI) m/z : 636 (M-H)~ 
IR (KBr) : 3400,1722,1503 ci-« 

1 H-NMR (CD 3 0D):1.53(s,6H)a.81-1.95(m,4H),2.65~2.68(m,2H), 
2.72~2.78(maH),3.09~3.41(m > 7H),3.62~3.66(maH),3.77~3.82( 
m,lH)s4.81(d>J=2.0Hz,lH),6.85(d,J=9.3Hz,2H),6.97~7.02(m,2H),7. 
18-7.22(m,4H),7.30(d,J=7.8Hz,lH),7.38 ( d> J=8. 3Hz> 2H) 
4 

6- C( 4 - {(2S*, 3S*) -1- (4-7i^D7i^) 
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- 3 - C 3 - (4-7WD7i^) 7UZ)1,J - 4 X* V7f r 
^>-2-^;i/}(2S, 3 S , 4 R , 5 R , 6 R ) - 3 , 4.. 5 - 
h ij t Kn^r'>^;i/t FD-2H-t'7>-2-ijjbt^y | J y £ 7 
h" ({b-^^J 1 7 ) 



OH 




C0 2 H 



17 



fc^mZ (3 0 0mgK TEMPO (2, 2, 6, 6-r h^/ 
- 1 - H* ^ V V * i/ , 7 'J — 7 V 71 ;u ) ( 1 0 m g K KB 

r (lOmg) © 7 -fe h - h 'J ^ (6. 6mL) twfiSft S WtIc ( 
6. 6mLK NaOCl (6. 6 m L) £ iQ * s Ifitt 3^FIH 
#Lfco «*l4Slx?;i/x^7;i/tT»lillfc. £fS*n£ 
i^KX-ft^U fcffi'TteJftUfc. *«»«E*S*«s 5/U*y^*7 
A^D^h^-??-)' — (^DD*^A:^;-J1/=10 : 1) !:X 
Jiff SSI l> <fbl!r$] 1 7 * 9 0 m g (i&afs 2 9. 4 %) CT^feo 

Mass (ESI) m/z : 566 (M-H)" 

IR (KBr) : 3388,1737,1509 cm-: 

1 H-NMR (CDs0D):1.82~1.97(in,4Hh2.65~2.68(iu2H) % 2.71~2.79 
(m,lH) % 3.12~3.24(m > 3H),3.34~3.52(m > 3H),3.62~3.68(maH),4.84 
(d > J=2.0Hz>lH)>6.98~7.05(m,4H),7,18~7.21(m > 2H)x7.29-7.37(m, 
6H) 

##08 4 - a : ft-&tJ ( 8 - 2 ) O&WL 
D-p-^>^;^*^7n;^ij'» (-fb-£t/ (8-2)) 
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D-p-tFD^y7j;J^''Jy> (8-1) 16. 7 g ® 2 N 
- N a 0 H * »* 5 0 m L »» C C u S 0 4 • 5 H i 0 (12. 5g) 
CDtK 1 0 0 mh&m&ZlMz.. 6 0 e CT- 1 «fB«*ft5. SJfeift*^ 
jgJT^-Ms 2 N-N a 0 Hzkfcifc 5 0 mLs ^;-il/5 OmL, 
^ > y D "7 K 1 3 . OmL%SQx.s iiST 2 0 Bt BBfltff f S • 
#f £H« 3 3* L N 7jc, T-fe h >£Tft#bfc&s 1N-HC l?X^i 
3 0 0 mL fc&DiU 1ST 1 0# RB 9t # 1" * o #rfcB&£3&U #> 7" 
■b h >CT«#l> tfc&m ( 8 - 2 ) £13. 1 8 g (IR 

$51. 3 %) T?flSo 

Mass m/z : 212 (M-45)+,122, 91(base), 65 

IR (Or) : 3022,1587, 1509, 1389, 1248,1008 cn-i 

1 H-NMR (CD 3 OD):5.07(s,lH),5.16(s,2H),7.12(d,J=6.8Hz,2H),7.3 
4~7.48(m,5H),7.45(d,J=6.8Hz,2H) 

#*W4 - b : <b-&t) ( 8 - 3 ) <D&m 

^'J^>> (fc-£4fc» ( 8 - 3 )) 



to^rt) (8-2) 12. 53gCDTHF-7K(140mL) S jfltt 



OBn 



BocHN 




71 



WO 02/066464 PCT/JP02AM4S1 

iZ?k #T h ] ) * 7 X > (16. 4 m L K (Boc) :0 (13. 

5mD %toz.m&'c AmrsmfttZo thf liEgs i, 

|H 0°^x> Kzlc CTpH4l:t«o I^xfJ^^^ 1 ^ ( 
1 0 0 mL x 3 ) attl U ( 1 0 0 m L x 3 ) ilfflAffizK 

(lOOmLx.l) t:tffi#U h 'J £ A C T££'/i T £> o 

l^ -fb£t) ( 8 - 3 ) 4 17. 4 g (fcfttt) "Cfcfc. 
Mass m/z : 357 (M+), 331, 301, 283, 256, 212, 148, 120, 91(base) 

IR (KBr) : 3298,2968,1791,1656,1608,1506,1452,1392,1242,1161 
cm- 1 

- . 1 H-NME (CDCl 3 ):1.23(s,9H),5.05(bs,3H),6.94(d,J=8.3Hz,2H),7. 
32~7.41(m,8H) 

#%0S 4 - c : ( 8 - 4 ) 

( 3 S ) - 3 - [4 - (^yV)\/jr*i/) 7 x-;i/] - 3 - [( t 
ti)]/i^-)V7 J ] 7DM>l^>^iH^ril' (ft. 
£^ ( 8 - 4 )) 

OBn 

C0 2 Bn 

8-4 

flS^T* (8-3) 14. 4gOTHF (80mL) zkftT 
MJxf;i/7> > (5. 9mL), J^DD*)M-h (5. 

8mL) £Jn;U 4.0#RB«#t,fc£CH«N./E t »0 (N, N- 
j;^.;b-hDVH7 (30gK E t 2 0 (lOOmL)s 40% 
K-OH*.*tt ( 1.0 OmL) £ DHK) *fln*N 1. 5 BSF^tH #T $ . 
A c 0 H £T»f!l<D$>r V p< 9 > £#8? x-riKlOOm 
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L ), 7k ( 1 0 0 m L ) ZllUZ-±TZ®Mltzm, i-r-;i/,1 

t figfrftW* (100mLx2), fiafflAttzK ( 1 0 0 m L x 1 ) t 

H F : zk ( 8 0 mL : 1 5 mL) Lf:t, j/^-^>yi- 

h 0 . 9 3gOh'Jxf^75>8. 3mLS«[4iDXs 2 B£ 

P^m^1-^.o £J&?#£x-x;i/ ( 1 0 OmL) tT$lRl, 1 0 % H 
C 1*** ( 5 0 mL x 2 )> tR (100mLx'4K @%&3&2k ( 5 
OmLxi) CtiSfeflU jRzkttK^ h U ^A-Ct£*1-5o 
* L, h - h >J ;i/ ( 8 0 mL) IfetDB U 7 . 0 

mL, ^>i?;i/7P7^ K5. 7mL*SDiU ^ rS T- 4 0$ F*a !t # 1" £ e 
fiJS«[*Bffix^-;i/x^?;i/ ( 1 0 0 mL) t^RL 1 0 %?x>|g 
zkiSift. (5 0 m L x 2 ) N fiSftJSWTk ( 1 0 0 mL x 1 ) s g&fn&jgTk 
( 1 0 0 mL x 1 ) izxft&Ls ftzkSSK* h'J^ACT^it^. 

f^x7f;i/ : n -^^rit > = 1 : 2) CTlit^ tibS® ( 8 - 

4) 410. 3 5 g-(ft*5 5. 7%)T-f#£o 
Mass m/z : 461(M + ), 404, 360, 314, 270, 212, 180, 121, 91, 57(base) 
IR (KBr) : 3394,2956,1731,1689,1500,1290,1224,1149 cm- i 
1 H-NMR (CDCla ) : 1 . 51 (s, 9H) , 2. 89-3. 12(m, 2H), 5 . 10(s, 4H), 5 . 09 

~5.13(m,lH),6.99(d,J=8.8Hz,2H),7.30~7.54(i,12H) 
##00 4 - d : ft^r't) ( 8 - 5 ) 
(3S) - 3 -T I J - 3 - [4 - {i>l?)V**i/) 7 x - ;i/ ] 

7*P K^-^K^^^^x^^^jgKJIg (8-5)) 
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HC1 -H 2 N 




8-5 



ib&® (8-4) (3. 0 0 g ) ®f?lx?M7r;k (30m 
L ) 1 7 %jtgg-x* y 1 0 mL fcjffliU 3 OSHiXJ* 

t5o SiSffl[*g*l/x iit (§pg?x^;i/xx^;i/ : n-^*"*> 
= 1:4) £in;t> *£H{b&s 5 l&m? 3 ( 8 - 5 ) 4 

2. 46g (ifc* 9 5; 2X) TffS, 
Mass m/z : 361 (M-36.5 ) + , 344, 270, 147, 121, 91(base),65 
IE (Or)': 3016,2908,1725,1581, 1512, 1299, 1245, 1185 cm-» 
1 H-NME (CDCla), :3.05(dd,J=6.4Hz,18.3Hz,lH),3.27(dd,J=6.4Hz, 
16.8Hz,lHM.64~4.65(m,lH),4.94~5.03(m,4H),6.89(d, J=8.7Hz,2 
H),7.15-7.41(m,12H),8.77~8.78(m,3H) 
#%W 4 - e : toiirtJ ( 8 - 6 ) 
(4S) - 4- [4 - (^>^;i/^-= 3 r^) 7 x ^ ;i/ ] T' -tf 5=- > — 
2 Hb£r$l ( 8 - 6 )) 



<b^tl (8-5)(6. 48g) ©BBftxf-^x^^^SRWttlC* 
( 1 5 m L) $ in Z s 1 M - K i C O 3 2k*tt t T 7 ;i/ * >J ii t: f 5 o 
MifM^fJb ( 3 0 mL x 2 ) «3iHbs ffltt £ fiSSlAtt* ( 
5 0 mL x 1 ) tCTft&L-> JRzKBSK^- h U ^Alct^ItS. 
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«isU ^£^>-if>6 0mL;g&£;U Mjxf;^;>3. 
6mL, MJ^f;^iJ;^D7-f 1^2. 7mLIIS;^ lit 1 4 

=t)\> 6 5 mLgii U 2 M - t - rf^v^^ 7 A 7 d 7 

F-x-Tibg$10. 7 m L $ in x. > fit- 1 8 l^lfrtoo 
£/fc?££2K^b, fiSfllisftT' ^^-^tK^^ (5 0mL)s if^xr 
il/x7riM5 0mLK 1 0 % H C ( 5 0 m L ) £JD ;U 

? ;i/ (5 0mLxl) m&TZo & to & fc *f mm £ 7k (50mLx 
1 )s mmmmyk (50mLxl), mft±i&& ( 5 0 mL x 1 ) izz 

'Jiyjl/i7A^D7^77^ - (^DD*;i/i : 7* -tr h > = 1 
0:1) TJWffit U *§S>*ifc*§ffi£61sBix?-;ux*^;i, : ^*+?->{c 

i:<b^«3 (8-6) % 2 . 5 0 g (UX^60. 

7 %) T-f#So 
Mass m/z : 253 (M+K 162, 91(base), 65 
IE (Or) : 3184. 1749 v 1698, 1540, 1410, 1248. 1100 cm-i 
1 H-NMR (CDCla ):2.84~2.88(ddd, J=l. 0Hz,2.4 T .:s, 15. 1Hz, 1H), 3.39 

-3.44(ddd,J=2.4Hz,5.4Hz J 14.8Hz,lH),4.68(dd,J=4.9Hz,14.9Hz,lH), 

5.08(s,2H),6.09(bs,lH),6.97(dd,J=2.9Hz,7.8Hz,2H),7.28~7.44(i, 
7H) 

#%08 4 - f : 4t&>® (8-26) 

(4S) -4- [4- (^>2;;i/*dFS/) 7 x - ;b] - l - (4- 
7J^D7ix;v) ^4 2 -^ i ; > _2-^-> (fb£$7 (8-2 6 )) 
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ft £rfe (8-6) (1. 0 0 g ) 0 igft * ^ 1/ > (1 OmL) 
ChiJxf;i/7^> (0. 8mL) 4 - 7 ;i/ □ 7 x a - y 7 

7S/yM'l. llgKffl(II) 7*f-H0. 7 5 g £ flQ * ^ 4 
8l3FH»ifc"f 3. R*6*«S[fiS'T?l%fflLN ^ V > * 5 o 

aS4ft|xf;n^f^ (5 0mL)s tK (5 OmL) £ b x 

5 OmLx'3) fttliU ^tfeSKifiH^riH^ (50m 
1 )> 10%HCl7jci§fM50mLK «S*DStt* (50m 
LxlK ISftAttTM 5 0 mL x 1 ) Ctift^t^ b 'J 

^ - : x - x ;b = 1 2 : 1) Lx- f» 5>ftfc 

ttl (8-26) £ 1 . 0 6 g (Mm 77. 3 %) 
Mass m/z : 347 (M + ), 256,210, 137, 91(base), 65 
IR (KBr) : 1731,1620,1506,1380,1242 cm- » 

1 H-NMR (CDCI3 ), :2.93(dd,J=3.0Hz,15.2Hz,lH),3.52(dd, J=5.4Hz, 
15.2Hz,lHM.93(dd^J=2.4Hz,5.4Hz,lH),5.05(s,2H),6.90~6.99(m,4 

H),7.24~7.43(m,9H) 

#%0J 4 - g : ft£tl (8-27) 

( 4 S ) -1- (4-7;i//j"D7x-;i/) - 4- ( t K D * */ 7 x 

Ub£#) (8-27)) 
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lb (8-2 6) (2. OOg) ©im-fJ^^Tji/-/^; 
-)l (5 OmL) i?Slc5%^7^^A-Ii0. 2 0 g * X. H 2 

*S*&n SS$-> 'J * ^ ;i/ A 7A^.D7 b£-^7^ - ( 7 o o 

A : T-te h > = 1 0 : 1) fcX *&SK "T 3 (8-27) * 1 . 

36g (lfc*£ 9 1. 9 %) X*§£<, 

Mass m/z : 257 (M+), 214, 120(base), 91, 58 

IE (KBr) : 3106,1707,1620,1503,1453,1383,1257,1218 cm-i 

1 H-NMR (CDC1 3 ), :2.93(dd,J=2.4Hz, 15.7Hz, 1H), 3. 53(dd, J=5. 9Hz, 
15.2Hz, 1H), 4. 94(dd,J=2.9Hz, 5.4Hz, 1H), 5. 22(s, 1H) , 6. 85(d, J=8. 3Hz, 
2H),6.93(s,J=8.8Hz,2H),7.23~7.27(m,4H) 

##$1 4 - h : ib^'® (8-28) (D&m 

4 - [(2S) -1- (4-7;b^07i-;v) - 4- t^V7^f 

>- 2 -^ ;v] 7i^;i/MJ7;i/tD^^>^jp**-h (<fb£ 

4£) (8-28)) 
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<t£tJ (8-27) (0. 3 5 g ) ©lib/f^lOniL m®& 
(CtK^T t: U > 0 . 1 2 m L > ?S7K h'J7;^n^^>7^*>l 
0. 2 6 m L £ #□ x. n HSBSt^f £o SM^zkzk (2 OmL) K 
aiftSxf^x^rJl' ( 3 0 mL x 2 ) ttiti U> J* tB?&* 1 0 % H 
C 1 ( 2 0 mL x 1 ) s fiawm«7X (40mLxlK fi&?u:&£ 

tK (3 OmL x 1 ) Ct«^U M7kM:>- h 'J ^t'^to. 

J-jIs^ZtK : n - ^ * > = 1 : 3 ). tc Ti£®£T £ ^ § 
(<b^t) 8 - 2 8 ) £ 0 . 4 8 g (JR* 9 0. 7 %) TH§ * - 
Mass m/z : 389 (M+), 347, 252, 214, 186, 137, 119(base), 69, 
IB (Br) : 1734,1509,1416,1383,1248,1212,1131,900 cm-* 
1 H-NME (CDC1 3 ), :2.94(dd,J=2. 5Hz, 15.2Hz, 1H), 3. 16(dd,J=5.9Hz, 
15.2Hz,lH),5.04(dd,J=2.5Hz,5.4Hz,lH),6.98(t,J=8.8Hz,2H),7.21~ 
7.25(m,2H),7.31(dd,J=2.0Hz,6.8Hz,2H),7.45(dd,J=2.2Hz,6.8Hz,2H) 

#%^J 4 - i : ib&W (8-29) 
(4S) - 4- [4 - ({2S, 5 S , 3R, 4R, 6R) -6- 

[(^>^;i/^-^5/) - 3 , 4 , 5 - h >J ^>*;u#=*->) 

1 Fn-2H-t'7>-2-^i/} ^ ^;i/) 7 - l - ( 

4-7il/*D7i-il') T-tff"5?>-2-*> Ubl^t) (8-2 
9)) 



OBn 




OBn 
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<t&<m (8-28) (0. 3 2 g) OTHF4. 1 m L m& C . 
5M-9-BBN/THF ( 3 m L ) ®m%$QZ.s 6 B# MI il St T * • 
fcfomZM&siT'ft* L 3 M-K 3 P 0 ( 0 . 6 m L), TK 

F 4 . 7mL, #%#J 4 - h T'ff 6 ftfcflj** 0 . 2 2 g> P d C 1 
2 ( d p p f ) 0. 0 4 2 g^ix, 5 0 °C T- 1 6 B# H9!K& T 5 . S 
Jfciftfc:* (3 0 mL)s »l£x7-;i/x*^;i/ (30mL) £/Ju;t, -fe 
^ -f h5;iLs 5f^^^ltx^;i/x^x;u (3 0mLx2) McilToo 
iHitS* (3 0mLx2), fSlDAffi* (30mLxl) £T$t& 

^i^7A^D7^77^ - (f^ixf ;i/X7f ;v : n - ^ It > 
= 1:4) ttlit^i:, ftllrtJ (8-29) $ 0. 2 0 9 g (f 
$4 5. 4 %) -£f#£ 0 

Mass (ESI) m/z : 800 (M+Na(23))+ 

IR (KBr) : 2896,1746,1509,1377,1095,1068,750 ca-i 

1 H-NMR (CDC1 3 ), :2.69~2.75(dd,J=7.8Hz,14.7Hz, 1H), 2.89(dd, J= 
2.5Hz,15.1Hz,lH),3.12(dd, J=l . 5Hz, 14.2Hz, 1H), 3 . 30-3. 37(m, 2H), 3. 
46~3.53(m,2H),3.59~3.74(m,8H),4.45~4.64(m,4H),4.81~4.94(m, 
5H),6.90(t,J=8.8Hz,2H),7.19~7.35(m,26H) 

##09 4 - j : (8-30) (D^Jt 

3 - {( 4 S , 3R)-4-[4-({2S, 5 S , 3 R , 4R, 6 
R) - 6- - 3, 4, 5 - MJ ^ > ;u * 

^ri/) ^tFD-2H-t7>-2-^;i/} * 3- )v ) 7 x - ;i/ ] - 
1- ( 4 - 7 P 7 x - . jj-* V 7" -if 3- i> y - 3 - A JU} 7Dt 
;T >i£* fM^rib (lbl%^ (8-30)) 
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2M-LDA/ A >7^>-THF (1. 3mL) ^THF3mLl: 
#fRLs - 7 8 °CT-ft"£r^ (8-29) 1. OOgCTHF (1. 5 
mL) m&ZlJnz., 1 mmmft^tz'&tf-frT? U V- b 0 . 132 
gCDTHF (2mL) &?&£fln;U 0. 5 BSfSiK# L f 3 «, H«ilC 
taSl^flsT^^ — T"7jc (3.0mL) £inx.s ^fiCSb* ft-Ksf ^ 
i7f)H60mLx2) jaiBI-So & Hi «i £ fi& ?U :£ £ * ( 5 0 m L 
xl) CTifcifrLfcgU fczkttK:*- MJ *Afc:Tt£«-f So SJiSB 

: n-^*tf>= 1 : 4) Ctilt^L <b£-$J (8-30) 
£ 0 . 7 9.3 g (JR* 7 1. 8 %) T-f#fco 
Mass (ESI) m/z : 864 (M+D + 

IE (KBr) : 2854,1740,1509,1452,1362,1215,1140,1098 cm- i 
1 H-NMR (CDCls), :2.19~2.23(m,2H),2.47~2.59(m,2H),2.72(dd,J 
=8.8Hz, 14.6Hz,lH),3.04~3.13(m,2H),3.30~3.37(m,2H),3.42~3.4 
8(m,lH),3.64(s,3H),3.61~3.74(m,4H),4.47~4.63(m,5H),4.81~4.9 
4(m',4Hh6.90(t,J=8.8Hz,2H),7.15~7.35(m,26H) 
#%0)J 4 - k : -fb^'-fe) (8-31) 
US, 3R) - 4- [4 - ({(2 S, 5 S, 3R, 4R, 6R) 
- 6 - y - 3, 4, 5 - h U ^>y;P*# 

. $/ ) ^ ;i/-.t HD-2H-K7>-2--f^} 7 x - ;H - 1 
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- (4-7;i/^-D7x-;i/) -3- [3- ( 4 - 7)1* P 7 
-3-^-*V7Dt^] 7 nf r v > - 2 - ^ > ( -lb £ t) (8-3 
1 )) 




-fbl^ (8-30) 1. 7 5 gOTHF-MeOH (2 OmL) I 
iC7k5mLv LiOH - H 2 0 (0. 0 8 4 g) £ iD * s 

mmmfttZo i o %h c i7jcs«t:TK*tt sii^m^? 

;i/ (3 0mLx3) lCT$£*gf So &&£§£L> »a&£*>3-h^ 
^i/'JM)l/i7A^D?^77^ - (ffiifjU^ril' : n - 
^*V>=1 : i) IcT^^bs %>&VdZm<o ntbfttzT&mzz® 

gSOD&rti* > (8. 4mL) ^ii:2M-jJ-^rf 'J^^n?^ 
h*CD^<b^ 1/ >m& ( 0 . 8 4mL) iSs 1 6 BtP^Jt^ 

T 7" * <? A (0. 0 84g) ©THF (lmL) ?&mi&£3 

limits 'pLmm?zmmfcm&Ls a -7*0^7 )i*a^>-e> 

(0. 47g) CDTHF (8mL) }g$£*nx.s 3 0 ^SSIl 1" & o 
^'fbffiiS^METs ftfi 1 0 0 °CT- 2 Mi£<J&> 0. 368g©TH 
F (8mL) 51®^{CtK^Ts ftSKS b it 7 U - * -^/K*© T H 
F*g?$£JD;U £?£T- 1 ^SIS#t5. f^l0°CfPd (Ph 3 
P)4 ( 0. 0 6 8 g)^D^ S^PLfctli'O^ KOTHF 

( 7 mL) ^M^iD^s MiST 1 DtM«#T 5. £fc«C 1 0 % H C 

81 



PCT/JP02/01481 

WO 02/066464 

1 ( 2 0 m L ) fcflnx^ f f g x ^ 7 x ;b ( 5 0 m L x 2 ) 

Jfflffl b> ( 5 0 m L x 2 K fiSSl^mzk ( 5 0 m L x 1 ) 

^iJA^jJ7A^D7^77^ - (fflifjbx^r^: n - 
^-tf-> = i 5 ) (crMf 3 ts (8-31)40. 91 

0 g (JR* 7 3. 7 %) T-fffco 
Mass (ESI) m/z : 551 (M+Na(23)+1 ) + 

IE (KBr) : 2920,1746,1690,1610,1310,1280,1240,1100 cm-' 
1 H-NMR (CDC1 3 ), :2.23~2.42(m,2HK2.72(dd,J=8.8Hz, 14.7Hz,l 
H),3.09~3.74(m,llH),4.46~4.63(m,4H),4.66(d,J=2.5Hz, 1H),4.81 
~4.94(ms4H),6.91(t,J=8.8Hz,2H),7.11(t,J=8.3Hz,2H),7.33~7.89( 

m,26H),7.96~8.00(iD,2H) 

mmm 5 

(4S, 3 R) - 4- (4-{[(2S, 5 S , 3R, 4R, 6R) 
-3,4, 5 - h 'Jt (tFo^r«>^f;i/) -Wb t h* 

D-2H-t7>-2-^H / ^ ) 7 x x;u] -1- ( 4 - 7 ;V 

^ □ 7 ^ - ;b ) - 3- [3 - ( 4 - 7 ;i/ * d- 7 x - ;i/ ) - 3 - * * V 
7D b*;i/] 7-g*-S?>-2-*> (fls-frtt (26); 




o 

26 



XX 



fb£«S ( 8 



- 3 1 ) ( 0 . 2 7 g) ©m<b^ f-b > ( 5 . 4 mL) 
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g$l:-7 8°CtlM-BBr s/ttft ^ 1/ > $8« ( 1 • 8 m L) 
£iD*x 1 USS^t^o SJfc**** ( 3 0 mL) 723 
A (3 0mLx3) *ffl ft 1* 6 o till ft & * ( 5 0 m L x 1 ), I§ 
ftMWzk ( 5 0 mL x 1 ) N ( 5 0 m L x l ) ctiftjl U 

A^A^DT^^-f - (?DD*;bA:^;-;i^=8 : 1) C 
TiSt5i:lb^a (26) §0. 147g ()R$8 9. 1 %) Tf# 

fee 

Mass (ESI) m/z : 568 (M+D + 

IR (KBr) :3400, 2902. 1737, 1680, 1596, 1506, 1386, 1224, 1152, 1134, 1 
086cm- i 

1 H-NME (CD 3 0D), :2.28~2.34(m,2H),2.74(dd, J=8.3Hz, 14.6Hz,l 
H),3.09~3.39(m,10H),3.64(dd,J=5.3Hz, 11.7Hz, 1H), 3.78(dd, J=2.4 
Hz, 11.7Hz,lH),4.95(d,J=2.4Hz,lH),7.01~7.05(m,2H),7.22~7.26( 
m,2H),7.27-7.38(m,6H),8.06~8.10(m,2H) 

mmm6 

3 - [3 (S) - 3- (4-7;i/tD7i-;V) - 3 - t h* D * > 
yu b*;i/] - (4S, 3R)-4-(4-{[(2S, 5 S , 3 R , 4 
R, 6R) - 3, 4, 5-hUtKn*£/-6- (kFnir^f 
;v) 1 F n - 2 - t7 >- 2 -4 ;u] ^ y x - l - 
(4-7;i/*D7x^;i/) T-fe'^^>-2-^-> (<fb-&ti (22)) 
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ik^Wi (8-32) (0. 0 6 1 g ) $-2 0 o Ctlft/rU> ( 
0 . 6mL) ft^tl (2 6) (0. 1 1 5 g )' .Offifc 

*3-ls> (2. 8mL) iML 2BSH«*l i Lfc^ *9J.-to 
2 mL £in*x iST 1 B#Hfll#r *o ^i£x^;bx* t 1 ^ (3 0 m 
L K 1 0 % H C 1 (3 0mL) IJjQi, ffBxfiH^fil': 

(3 0mLx3) ttails ttlfcfcii££7k ( 3 0 mL x 3 K fiSfll&Jgzk 
( 5 OmL x 1 ) ttft^l/s *S7j<M7" h »; -)Ai:t^t5. $ 

;i/A:^^-;b=10 : 1) tT»«rS tltS® (22) *0. 
0 8 9 g (JR* 77. 1%) 
Mass (ESI) m/z : 570 (M+l)+ 

IE (Or) : 3370,2902,1725,1506,1389,1218,1083,1011 cm-> 
1 H-NMR ( CD3OD), : 1 . 88~ 1 . 99(m, 4H ), 2. 76(dd, J=8. 3Hz , 14.2Hz,l 
H),3.09~3.40(m,7H),3.64(dd,J=5.4Hz, 11. 5Hz, 1H), 3. 79(dd, J=2.0H 
z, 11.7Hz, 1H), 4. 65(dt, J=4.8Hz, 6.4Hz, lH),4.85(d, J=2.0Hz, 1H),7. 
00~7.09(m,4H), 7.29-7. 40(i,8H) 

mfom 7 

(8-33) (D&m 
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( 4 S , 3 R) - 4 - [4 - {(2S, 5S, 38, 4R, 6 R ) 

- 6 - [(-x> * f-fr] - 3 , 4 , 5 - h s;;u* 
^;nh*n-2H-t7>-2-f;i/] ^ 7 x - ;i/ ) - 
1- (4-7MD7i^) - 3- [ ( 2 E ) 3 - ( 4 - 7 ;u * d 
7 x - ;u ) - 2 - 7-d ^- T-tf5 L ^>-2-^-> (fls£-® (8- 
3 3)) 

OBn 




8-33 



2M-LD A/a7^>-THF (0. 6mL) * T H F (1. 5 
mL) KlftSSR - 7 8 °CT"fb£t) (8-29) 0. 3 3 6 g © T H 
F 3mLgil:i0is 3 0mif:^ DMPU (1, 3-*/ 
^ ;i/ - 3 , 4, 5, 6-f F7kh*n-2 ( 1 H ) - K »; S V 7 > ) 
1 . 8mL§iD^^ Jg£ 3 O^iJftS. fi^»l:4-7A*DS/> 
t^Jl/T'DTO-O. 1 llgOTHFl. 5'mL jgftftiPix 3 0 
»B«#lfc-ft> fiSflUgfb IT* (3 0mL) £2)Q;U ^iS 

CSto K^^^^JiXt 1 ;!/ ( 5 0 mL x 2 ) & til L ^ «JflB»*7X ( 
5 0 mL x 3 K fiftfttt* (5 0 m L x 1 ) CTi^L, 

07^77^ - (SflxfiUXri^ : n-^*tf > = 1 : 5) (3 
tllt^Ub^tl (8-33) £0. 253g (ifcafs6 4. 4%) 
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Mass (ESI) m/z : 934 (M+Na(23)) + 

IE (Or) : 2890, 1746, 1509. 1383. 1359, 1224. 1137, 1098 cm-' 
1 H-NMR (CDC1 3 ), :2. 63~2. 88(m, 3H), 3. 12(dd, J=l . 9Hz , 14.7Hz,l 
H),3.20~3.38(m,4H),3.47~3.48(m,lH),3.59~3.74(i,5H),4.45~4. 
63(m,4H),4.65(d,J=2.4Hz,lH),4.81~4.94(iD,4H),6.12(dt,J=6.8Hz, 
14.6Hz,lH),6.45(d,J=14.7Hz,lH),6.90(t,J=8.8Hz,2H),6.95(t,J=8.7 

Hz,2H),7.14~7.35(m,28H) 



fc^m (25) 

4 - ( 4 - {[( 5 S , 2 R , 3R, 4 R , 6R) - 3, 4, 5 - h 
»j fc K d * 6 - (tFo*J/^;i') t K d - 2 H - f 7 > 
-2-4*] 7x-jb) - (4S, 3R) -1- (4-7;i/ 

^ n 7 x ^ ;v ) -3- [3- (4-7WD7i-;H 7Dt;H 7 
«fJ?y-2-*> (ft^»'(2 5)) 




fls£* (8-33) (0. 2 3 g) ®^;-^-THF (10m 
L ) 5 ^ £ A -j^H 0. 1 1 5 g^iDX, 7Ki**^fi 

-;i/= 9 : l) i:tll!cl, f#e>nfe?fi^t)«^-x;u/^^-9->(i 
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TfeSibtS (25) §0. 1 1 3 g 8 1.1 %) T 

% Z) o 

■ Mass (ESI) m/z : 554 (M+D* 

IE (Br) : 3394, 2908, 1737, 1506^ 1386, 1218, 1089 cb-» 

1 H-NME (CDaOD), :1.88~1.95(m,4H),2.66(t, J=7.3Hz,2H),2.75(dd, 

J=8.3Hz, 14.2Hz,lH),3.09~3.40(m,7H),3.64(dd,J=5.8Hz, 11.7Hz,l 

H),3.78(dd, J=2.5Hz, 11. 7Hz, 1H),4. 91(d, J=2. 0Hz, 1H ), 6 . 97- 7. 04(m, 

4H),7.18~7.33(m,6H),7.38(d,J=8.3Hz,2H) 
#%#J 5 - a : (11-3) 

5 - ( 4 - Tif - 10, 1 0 - V * ?)V - 3 - *J1r*V - 3 - ^7 
h 'j * n [ 5 , 2, 1, 01, 5]5=^>-4-^;i/)-5-^-^ 
v^>^>ffipc Wb-£r$j ( l 1 - 3 )) 




( R ) - ( + ) 2, 10-±>77-X)l?A ( 0 . 89g) CD h 
;i/x> ( 1 4 mL) *^T, TkiHb^ h U A ( 0 . 18 2 

g) *iDjSt*»-C2 Oftm&ftL1Z'&s * 5 - * D n - 5 -3f 

*V - ^l/l/- h (0. 8 1 6 g) fcifflits. S&T- 1 Eiwamrs. 
EJfc*£fiftttfti7>^ = 7* (4 0mL) tgf, i^^x^;i/x^ 
(5 0mLx2) mmt^o fll tti S fiSft Affi * (5 OmLx 

i ) ct^L, js**^* h u s Acteiirs. *n*a*t^ 
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>= 4 0 : 1 K (lFilx^;Ux^x;b : n-^=r+r>= 1 : 2) !:t 



f S L 4b ^ ( 1 1 - 3 ) * 1 . 30g (M 9 1.8 



% ) T- 



Mass m/z : 343 (M + ), 312, 279, 129(base), 101 

IE (KBt) : 2944,1720,1689,1440,1413,1389,1335,1215,1050 cm-: 

1 H-NME (CDsOD), : 0 . 97( s, 3H), 1 . 16( s, 3H), 1 . 35- 1 .41 (m, 2Hh 1 . 87 
-2.12(m,7H),2.39(t,J=8.3Hz,2H),2.78(t, J=7.4Hz,2H),3.46(q,J=4. 
4Hz,2H),3.67(m,3H),3.85~3.88(m,lH) 

#%M 5 - b : ft£r$J ( 1 1 - 1 0 ) (D&m& 
(4R) - 4- {(IS) (4-/D?7i-;b [ ( 4 - 7 )l> * n 7 
^ - 5- ( 4-7 if - 1 0, l.O-y^^ 
-3, 3-*;**y-3-f7h'JS'^D- [5, 2, 1, 01, 
5] ^ * > - 4 - ^ ;U ) - 5- t^rV^>^>^^fi^7r;i' (ft 
^ (11-10)) 




T i C 1 4 ( O . 23mL) U > ( 1 0 m L) 

#Ts T i (0 i P r ) 4 ( 0 . 2mL) §iDi, 1 5#M#Lfc 
'ftx Mtt (1 1-3) 0 . 65g0g|b^fl/> (3. 5mL)| 

# 

7 2mL) * 1 ftlB«»LfcSfcs -2 0°Ctft£PL, (lz) -7 if 
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- 2 - (4-7Dt7=;ib) -1- (4-7ii/tD7zz/^) 
71. 1 5 g O^b^ x 1/ > ( 3 . 5mL) SffifeiDi, 3D#P B B j?t^ 
15. £ 1 - igft p< ^ b 7 ( 1 m L + 5 m L) £ 30 z. . II 
CSLx 10 ( 3 0 mL ) As lFlxr^x7,fJl/ 

(50mLx2K »£B Ls &M£7.k ( 5 0 m L x l K «tK 
( 5 0 m L x 1 ) N JSfQftJfiTlc ( 5 0 m L x 1 ) CIT&# U SSzkiS 

7nTh7*^7^- (7DO*^A;?-bh>=50 : 1 1 K ( S£ & 
x^H^fJl/: n-^^rit>=l : 2) fcT»Sl U ib^r^J ( 1 1 
-10)4 0. 7 0 8 g ( JR* 6 1 . 1 % ) -e» fc o 
Mass m/z : 622 (M+2)+,620 (M+ ), 343, 278. 200, 135, 95 
IE (KBr) : 3376,2944,1734,1683,1509,1437,1269,1131,1059,1008 
cm- 1 

1 H-NME (CDClsK : 0. 95 ( s, 3H), 0. 95 ( s, 3H), 1.24-1. 39(i, 2H), 1.60 
~2.04(m, 5H),2.28~2.33(m,2H),3.45~3.57(m,3H),3.62(s,3H),3.79 
~3.91(m, lH),4.56(t, J=9.3Hz,lH),4.95(d,J=10.2Hz, 1H), 6.34-6.38 
(m,2H),6.71~6.76(m,2H),7.17(d, J=8.3Hz,2H),7.41(d,J=8.3Hz,2H) 

#%0!J 5 - c : it^'M (11-11) O^rf&S 

3 - C(4S, 3R) - 4- ( 4 - 7*D 7 x — 1 — ( 4 — 
7 ;i/ * D 7 x - ;i/ ) - 2- t^rV7ff ^>-3-^;v) 7 □ £ □ 7 

(Ibiirt) (11-11)) 

11-11 F 
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ft^t) (11-10) 0 . 5 2 gOh;i/x> (1 OmL) il^i:5 

0 °C T- N , 0 - t * h U * t- )\> is U )\> 7 -fe h 7 ^ K ( B S A ) 0 . 4 

1 mL£AD;U 3 0^H«j$Lfcl 1M-t ^-n-rf^7> 
?->)A7J^'J F/r h7tFD77> (0. 84mL) £ iJO £ , 

5 o e CT- 3 mmm#t sM^i^sx^^ ( 1 

mL) £iD*x 5#ffl«#bfcgU 10X*R**» (15mL) * 
in , »»xffl< x*x;b ( 5 0 m L x 2 ) & t& f 3 <, ft fcBiS £ * ( 
5 0 m L x 1 K SSflimtf tR ( 5 0 m L x 1 ) £Sft:£m7j< ( 5 0 m L 
xl) tT.ft&U McSSS** h »; t> ^izxnmt 5. 

n--v^^> = 1 : 3 ) GT**»IU it&W (11-11) £ 0 . 2 

2 7 g 6 6.7 %) "CiSo 

Mass m/z : 407 (M+2) + ,405 (M + ), 270, 208, 169, 129(base), 95 
IR (KBr) : 2938,1758,1503,1440,1371,1233,1101 cm- « 
1 H-NMR (CDCla), :2.21~~2.56(m,2H),2.49~2.61(m > 2H),3.08~3.1 
2(m, lH),3.67(s,3H),4.66(d,J=2.5Hz,lH),6.92-6.97(m,2H),7.18-7. 
22(m,4H),7.51(dd, J=1.9Hz,6.3Hz,2H) 
6 : ( 1 2 - 4 ) 

. 3 - {( 4 S , 3 R ) - 4 - [ 4 - ( 3 - {( 2 S , 5S, 3 R , 4 . 
R , 6 R ) - 6 - ( * •> i? )l**i/ * - 3, 4, 5 - (h'J^ 

> is )\> ) t K D - 2 H - K ^ > - 2 - -f - 1 - 7* □ ^ 

> ) ' 7 x x;i/ ] -1- (4-7i^D7i-;i/) # * V 7 -fe* ^ ^ > - 

3 --Ol/} 7*D h'D >i^fJkx7f^ (12-4)) 
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OBn 




(11-11) 575mgfc3- ( 2 , 3, 4 , 6 - ^ h ^ 

- o —sOPJl—G — D — #)V3 Y.^ J */)]/) -1-7da>1. 2 
g*h»;x^;u^*> (5mL) (c?gj§?L. Arfllh hU-o 
-h>;;i/*^7-f>.(4 3mg) J:Rfi^7J/^ ( 1 6 m g ) £ 3D 
*T 1 0 O'CCT 1 3m?£Mftt So g&icHU *&tl£oS'JL*: 
&x P^x^;i/x^x;i/ ( 5 0 mL) £#ftU 1 0 

n-^*tf>=l : 4) fcT»»f S iix <b^^) (12-4) * 1 . 
1 g (ifc* 8 7. 'OX) 
Mass (ESI) id/z : 890 (M+l) + 

IE (neat) : 3016,2896,1741,1503,1371,1215,1092,831,747 cm- « 
1 H-NME (CDCI3 ), :2.23(q, J=7.8Hz, 2H), 2.44-2. 60 (m,4H), 3. ll(m, 1 

H),3.33-3.44(m,3H),3.58-3.75(m,4H),3.66(s,3H),4.54-4.94(m,9H), 

6.38(m,2H),6.91-7.32(m,28H) 

m*>titz<k&%!)\z^%m 4 - (i), u), (k) Rvmmrn 5,6, 
7, 8 t«9T-«i ( i ) *»*£ri&+m#fcfcSo 

(4S, 3 R) - 3- C(3S) - 3- (4-7;i/^D7xx;b) 

- 3 - t K d dp^rn - 4- (4 - {[( 2 S , 5 S , 3 R , 4 
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R , 6 R ) - 3, 4 , 5 - h 'J t K D * - 6 - (tFo^y^r 
)]/) ^tFD-2H-t7>-2-^] ^ h =r -> 7* n - 3 - 
^b}.7i-il/-l- (4-7J^D7:-M T-fe"^v>-2-^ 
> (<b£®5 0) 




h 'J 7 A 4 . 5mg©DMF (lmL) ®! 86 ft t * # T 2 ;, 
3, 4, 6 - o - x h ^ ^ > v - 1 - fi-^y-/3-D-7';^f 
? 7 i/fr* * 7 6 2 m gOD M F ( 3 m L x. s 2 0^ 

W«#l/fc&s (4S, 3R) - 4- [4 - (3-7nt7D^),, 
7 x - ;b] - 3- [( 3 S ) - (4-7;i/^-D7xn;u) - 3- fcK- 
D *, 7* n Y. J]/ ] - 2-7f? L ^>-2-t>5 7mg®DMF (3 
mL) jg«[S»D^.s 1ST 2 mmMftTZ o KJ56«*** (20m 

D fca.s? N sixf^xxfiv ( 3 o mL x 2 ) amr*.,- «saj?s 

(3 0 m L x 2 tS»A*7k ( 4 0 m L x 1 ) tT.JSfe^ & 

TkSEK^^^s/^AtTtesi-ao ssiissiu ss^thf (5 

mL ) -M e 0 H (5mL) jgiiL, 5 V t> 1* 5 0m 

DD*;bA:^*7-;i/=10 : 1) CT»S L.Tfb£«D 5 0 £ 4 3 
mg (JR* 6 1. 2 %) r-#fco 
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Mass(ESI)m/z: 628(M+1) + 

IR(KBr) : 3388,2902, 1734, 1509, 1389, 121 §, 1080 

1 H-NMR(CD 3 0D):1.87-1.97(iD,6H),2.73(t,J=7.4Hz,2H),3.10-3.15( 
m,lH),3.12-3.39(m,5H),3.52-3.57(m,2H),3.53-3.69(m.2H),3.78(dd, 
J=2.0Hz,10.7Hz,lH),3.87(dd,J=1.0Hz,10.5Hz,lH),4.64(bt,lH),4.85 
(d,J=2.5Hz,lH),7.00-7.09(m,4H),7.27-7.37(m.6H) 

nmm 9 

(4S) - 4- (4 - {[(2S, 5S, 3R, 4R, 6R) - 6 - 
( ^ > V =3P is ) * - 3 , 4 , 5 - h »J y ;i/ * 3r 3 
t FD-2H-t'7>-2-^A} - 7 x " ;b) - 1 - 7 x ~ 

> - 2 - Hb£t> 19-9)) 

OBn 




#%0|J 8 - a : fc^® (19-6) O&fti 
(3R) - 3- (4-7*o^7x-;u) - 3- bFD^y-N-7 
i^^rD;^?; K (fb^fti (1 9 - 6 )) 
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3 - ( 4 - y' u ~7 - - - 3 - * * V - N - 7 x - )» 7' = .'' w 
7^ f (9 5 Omg) ©x^y -;i/-ffi-fb^ f - >$gift (3:1, 4 
m L ) l:RuC12 [ ( S ) - BINAP](^dd [ ( S ) - ( 
-) 2 , 2 ' t* * - (i?7i-il/*77^) -1, 1' - t'77f 
;i/f-") A (I I )) ftkj& (1 2 mg) ZbUfL, 1 0 0 S 5 IE 

fc^fe (19-6) £ 7 2 5 m g (IR* 7 6 %, ^42$ 9 9 % e . 

e.) Ti5o 
m.p. = 210~212°C 
[a] D : +33.0 (C=1.0, THF) 
Mass (m/z ) : 31 9 (M+) , 183, 157, 135 , 93 ( BP ) 65 
IR(KBr) :3316, 1614, 1599, 1530, 1443, 1368 , 1 065 , 6 93 cm- > 
1 H-NME(DMS0):2.69(dd, J=4.4Hz, 14. 2Hz , 1H) , 2.77(dd, J=8.8Hz,14. 

2Hz,lH), 5.16(n,lH), 5.69(d, J=4.4Hz, 1H), 7. 14(t, J=7. 3Hz, 1H), 7. 

40(d,J=7.8Hz,2H), 7. 46(d, J=8. 3Hz, 2H) , 7.64(d, J=8. 3Hz,2H) , 7.69 

(d,J=7.8Hz,2H) 

##M 8 - b : ib^W (19-7) <D£rs£ 
(4 S) - 4 - (4-7"Dt7i-)H -l-7x-;b-T-tz^v 

y-2-*y (fls^tti (19-7)) 
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fc^tt ( 1 9 - 6 ) ( 5 0 0 m g) ©T H F ( 7 m L) lz, - 

7 8ICTD IAD ( i? << V 7" o f ^ 7 V is £ # * v U - h ) ( 0 . 

67mL) i: P P h 3 ( 4 7 9 mg) ©TH ( 3 m L ) feiilT 

t5. &M£i$>o < t> lian-il^fcl, HtfiilfcT 4 5f Pel 

:f|xfjHXfil'=5 : 1 -» 2 : 1) fcTttSlTo ils 
fls^tt (19-7) £ 2 6 0 mg (JR* 5 5. 2 %) il.o 

m.p. = 113— 115-C 

[a ]» : -146.0 (C=1.0, CHC1 3 ) 

Mass(m/z):301(M + ),260,184,103,77(BP) 

IR(XBr) : 1728, 1599, 1485, 1377, 1149,828,750 cm-* 

1 H-NMR(CDCl 3 ):2.91(dd,J=2.9Hz,15.1Hz,lH), 3.56(dd, J=5.4Hz, 1 
5.1Hz,lH), 4.98(dd,J=2.4Hz,5.9Hz,lH), 7.04-7. 52(m,9H) 

<t&® (19-9) 




OBn 

BnO.,._^<k s -.OBn 

^N^OBn 



Pd(OAc), 




OBn 

BnO„, ...OBn 



19-8 




P(tBu), 




OBn 



Zn (Cu) ( 1 0 6 m g ) ©THF-HMPA&& (3 : 1, 
4mL) Cfb^i (1 9-8) (1. 0 g ) £ 2)D * ^ 3 $|g]2)D*ft9% 
t5. KJ&ttfc 0*WTTBtt/<7$>*A (1. 7mgK 2- ( ^ 
-tert-7f/b*X7^) t7x-;v (4. 4 m g ) £fln*.5 
Mft ( 1 9 - 7 ) ( 2 2 3 mg) *10jL5. 
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&%M&£'€*iim&. 1 0 %ffiK*aS» ( 5 0 mL ), Kffix^/u n 
7,^)\y (3 OmL) &JnitT^i§tt*5ai"5o 5 &£gpgx^;Ux 
7^;b (5 0mLx2) U ( 5 0 m L K §SIOA« 

zK ( 5 0 mL) i:t^t % m&m®i- MJ 7 A t T $£:J£t 5 , &j$ 

x^t;1/:a^^>=1 : 4) ttlSfS ttoGVo (19-9) $ 
LT 4 8 0 m g (JR* 8 4 . 3%) f#£ 0 
m.p. = 95~97°C 
[a] D : -61.2 (C=1.0, CHC1 3 ) 
ESI-MS(m/z) :796(M+Na)+,774(M+1 )+ 
IR(KBr):2854, 1749, 1599, 1497, 1452, 1371, 1212, 1068 cn-i 
1 H-NME(CDCl 3 ):1.71-1.75(m,lH), 2. 04-2. 10(i, 1H), 2. 63-2 . 74(b), 
1H), 2.81-2.87(m,lH), 2.94(dd,J=2.4Hz,15.1Hz, 1H), 3. 18-3. 22(m, 
1H), 3.29(t,J=13.1Hz,lH), 3.36-3.40(m,lH), 3. 53(dd, J=5. 9Hz, 1 
5.1Hz,lH), 3.59-3.75(m,4H), 4.55-4.66(m,4H), 4. 80-4. 88(m, 4H), 
4.96-4.98(m,lH), 7. 02(t, J-6.8Hz, 1H), 7. 14-7. 37(m, 28H) 
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(57) Abstract: 
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A compound or a pharmaceutical^ permissible salt thereof indicated by 
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[In the formula, Ai. A 3) and A4 are groups indicated by hydrogen atoms, halogen, 
C1 to C 5 alkyl groups, C1 to C 5 alkoxy groups, -COOR1, groups indicated by the 
following formula (b): 



(In the formula, R1 is a hydrogen atom, C1 to C 5 alkyl groups.), or 
groups indicated by the following formula (a): 



[In the formula, R 2 is a -CH 2 OH group, a -CH 2 OC(0)-Ri group, or a -CO2-R1 
group; R 3 is a -OH group or-OC(0)-Ri group; R4 is a -(CH 2 ) k R 5 (CH 2 ),- (Here, k 
and I are 0 or integers of 1 or more, and k+l is an integer of 10 or less.); and R 5 
expresses a bond, which is a single bond (-), -CH=CH-, -OCH 2 -, a carbonyl 
group, or -CH(OH)-.] Any one of A^ A 3 , and At must always be a group 
indicated by the aforementioned formula (a). 

A 2 is a d to C 5 alkyl chain, a C1 to C 5 alkoxy chain, a C1 to C 5 alkenyl chain, a C1 
to C 5 hydroxyalkyl chain, or a C1 to C 5 carbonylalkyl chain. 

n, p, q, and r represent integers of 0, 1 , or 2.]. 
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Specification 

A B-lactam compound, manufacturing method thereof, and serum cholesterol- 
lowering agents containing the same 

Technical field 

The present invention relates to a new B-lactam compound, manufacturing 
method thereof, and serum cholesterol-lowering agents containing the same. 

Prior art 

It is well known that hypercholesterolemia is a major risk factor for 
arteriosclerosis, and there have been reports about its relationship to heart 
disease, which is currently a high ranking cause of death (for example, Lipid 
Research Clinics Program, J. Am. Med. Assoc. 1984, 251, 351, and 365). In 
recent years, HMG-CoA reduced enzyme inhibitors have been clinically used as 
serum cholesterol-lowering agents. Nonetheless, although HMG-CoA reduced 
enzyme inhibitors have a strong effect to reduce serum cholesterol, they appear 
to have safety problems (for example Mevacor in Physician's Desk Reference, 
49 th ED, Medical Economics Date Production Company, 1995, 1584). For this 
reason, a highly active and safer serum cholesterol-lowering agent is being 
sought. 

There have been reports of compounds among the natural saponins that have a 
serum cholesterol-lowering effect (for example, M.A. Farboodniay Jahromi et al., 
J. Nat. Prod., 1993, 56, 989., K. R. Price, The Chemistry and Biological 
Significance of Saponons in Foods and Feeding Stuffs. CRC Critical Reviews in 
Food Science and Nutrition, CRC Press, 1987, 26, 27). It has been inferred that 
these saponins lower serum cholesterol by preventing absorption of cholesterol 
in the small intestines (for example, P. A. McCarthy et al., J. Med. Chem., 1996, 
39, 1935). Moreover, there have also been reports that B-lactam compounds 
reduce serum cholesterol (for example, S. B. Rosenblum et al., J. Med. Chem., 
1998, 41,973, B. Ram etal., Indian J. Chem., 1990, 29B, 1134. Merck Co. 
USP498, 3597). 

These B-lactam compounds themselves have a mild cholesterol absorption 
inhibiting effect, but exhibit an even stronger cholesterol absorption inhibiting 
effect by receiving glucuronic acid conjugates. When administered orally, most 
B-lactam compounds immediately receive glucuronic acid conjugates in the 
process of absorption from the small intestines, become O-glucuronic acid 
conjugates, pass through the liver, and are excreted into the small intestine from 
the bile duct. These B-lactam compounds-O-glucuronic acid conjugates remain 
in the epithelium of the small intestine which is the site of their action, and inhibit 
the absorption of cholesterol (for example, M. van Heek et al., Brit. J. 
Pharmacol., 2000, 129, 1748, J. Pharmacol. Exp. Ther., 1997, 238, 157). 
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Because these previously described P-lactam compounds exhibit a cholesterol 
absorption effect in the small intestines by forming glucuronic acid conjugates, 
there have been reports that compounds in which an -O- bond is formed between 
a P-lactam structure and several sugars within the same molecule also have a 
cholesterol lowering effect (for example, W. D. Vaccaro et al., Bioorg. Med. 
Chem. Lett., 1998, 8, 313). However, if administered orally, the -O-glycoside 
bonds of these compounds are easily hydrolyzed by the glycosidase present in 
the small intestines, and the cholesterol absorption inhibiting effect in the small 
intestine is expected to be weak. It is necessary to have better cholesterol 
absorption inhibitors that act only in the small intestines, are highly active, and 
that last a long time. This means that, because it is highly probably that adverse 
effects will occur if the compounds are absorbed by the small intestine, after the 
cholesterol absorption inhibiting effect has become manifest in the epithelium of 
the small intestine, the compounds should be eliminated as is to outside the body 
without absorption by the small intestine. 

Focusing on the aforementioned circumstances, the present invention has the 
purpose of offering a serum cholesterol-lowering agent having a P-lactam 
structure and a C-saponin part within the same molecule that is stable in relation 
to hydrolysis based on acids, bases, or metabolism by glycosidase; specifically, 
the purpose is to offer a hybrid molecule of p-lactam and C-saponin that is useful 
as a serum cholesterol-lowering agent. 

Disclosure of the invention 

Building upon the aforementioned prior art, the present inventors thought that, by 
making a hybrid molecule of a P-lactam compound using C-saponin, which is 
useful as a sugar derivative and is stable in relation to hydrolysis based on acids, 
bases, or metabolism by glycosidase (for example, R. J. Lindhardt et al., 
Tetrahedron, 1998, 54, 9913, D. E. Levy, The Chemistry of C-Glycosides; 
Elsevier Science; Oxford, 1995., M. H. D. Postema, C-Glycoside Synthesis. 
CRC Press; Boca Raton, 1995): (1) it would be possible for the compound to 
remain in the epithelium of the small intestine for a long period of time because 
the compound is stable in relation to metabolism by the glycosidase present in 
the small intestine; and (2) there would be little absorption from the epithelium of 
the small intestine, and adverse effects would be reduced. Thus, as a result of 
research on new p-lactam compounds for the purpose of a novel preparation of a 
serum cholesterol-lowering agent, the present inventors perfected the present 
invention by discovering that a new P-lactam compound indicated by the General 
Formula (I) has a superior action to lower high cholesterol. 

Specifically, the present invention is the following: 

A compound or a pharmaceutical^ permissible salt thereof indicated by General 
Formula (I) 
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[In the formula, Ai, A 3 , and A4 are groups indicated by hydrogen atoms, halogen, 
C1 to C 5 alkyl groups, C1 to C 5 alkoxy groups, -COOR1, groups indicated by the 
following formula (b): 



(In the formula, R1 is a hydrogen atom, C1 to C 5 alkyl groups.), or 
groups indicated by the following formula (a): 



[In the formula, R 2 is a -CH 2 OH group, a -CH 2 OC(0)-Ri group, or a -CO2-R1 
group; R 3 is a -OH group or-OC(0)-Ri group; R» is a -(CH 2 ) k R 5 (CH 2 ) r (Here, k 
and I are 0 or integers of 1 or more, and k+l is an integer of 10 or less.); and R 5 
expresses a bond, which is a single bond (-), -CH=CH-, -OCH 2 -, a carbonyl 
group, or -CH(OH)-.] Any one of Al A 3 , and A4 must always be a group 
indicated by the aforementioned formula (a). 

A 2 is a C1 to C 5 alkyl chain, a C1 to C 5 alkoxy chain, a C1 to C 5 alkenyl chain, a C1 
to C 5 hydroxyalkyl chain, or a ^ to C 5 carbonylalkyl chain. 

n, p, q, and r represent integers of 0, 1 , or 2.]. 

In addition, the present invention is a manufacturing method of the compound 
indicated by General Formula (I) or pharmaceutically permissible salts thereof. 
Moreover, the present invention is a serum cholesterol-lowering agent containing 
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the compound indicated by General Formula (I) or pharmaceutical^ permissible 
salts thereof as the active ingredient. Further, the present invention is a serum 
cholesterol-lowering agent that concomitantly uses the compound indicated by 
General Formula (I) and p-lactamase inhibitor. 

Optimum form for embodying the invention 

For the pharmaceutical^ permissible salts of the compound indicated by the 
General Formula (I) of the present invention, sodium salts, and calcium salts, etc 
may be cited as inorganic base salts, and succinic acid, maleic acid, tosylic acid, 
and tartaric acid, etc may be cited as organic acid salts. The compounds of the 
General Formula (I) may be orally administered as is, or may be made into 
powder, granule, tablet, or capsule preparations using well-known preparation 
technology. In addition, non-oral administration is also possible in the form of 
administration into the rectum, suppositories and injections. The dosage will vary 
depending on the symptoms, age, body weight, etc of the patient, but a serum 
cholesterol-lowering effect may be expected, for example, by administering an 
adult 0.01 to 1000 mg per day divided into one to several administrations. 
Moreover, it appears that the serum cholesterol-lowering action is enhanced by 
concomitant use of the compound indicated by the General Formula (I) with (3- 
lactamase inhibitor, p-lactamase inhibitors are drugs that prevent the 
decomposition of the p-lactam ring by bacteria, and clavulanic acid, etc may be 
used. 

Examples of the compound of the present invention are indicated below, but the 
present invention is not limited to these. The following compounds may be cited 
as specific compounds included in the present invention. 

(1 ) (4S*, 3R*)-4-{4-[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]phenyl}-1-(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyl]azetidine-2-on 

(2) (4S*. 3R*)-4-(4-{[5S, 2S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[3- 
(4-fl uorophenyl )propyl]azetid i ne-2-on 

(3) (3S, 2R, 4R, 5R, 6R)-2-[(4-{(4S*. 3R*)-1-(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidine-4-yl}phenyl)methyl]-4,5-diacetyloxy-6- 
(acetyloxymethyl)perhydro-2H-pyran-3-yl acetate 

(4) (4S*, 3R*)-4-(4-{[5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-chlorophenyl)-3-[3- 
(4-fluorophenyl)propyl]azetidine-2-on 
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(5) (4S*. 3R*H-{4-[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-methoxyphenyl)-3- 
[3-(4-fluorophenyl)propyl]azetidine-2-on 

(6) (3S, 2R, 4R, 5R, 6R)-2-[(4-{(4S*. 3R*)-1 -(4-methoxyphenyl)-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidine-4-yl}phenyl)methyl]-4,5-diacetyloxy-6- 
(acetyloxymethyl)perhydro-2H-pyran-3-yl acetate 

(7) (4S*. 3R*)-4-(4-{[5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-methylphenyl)-3-[3- 

(4-fluorophenyl)propyl]azetidine-2-on 

(8) (3S, 2R, 4R, 5R, 6R)-2-[(4-{(4S*. 3R*)-1 -(4-methylphenyl)-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidine-4-yl}phenyl)methyl]-4,5-diacetyloxy-6- 
(acetyloxymethyl)perhydro-2H-pyran-3-yl acetate 

(9) (4S*, 3R*H"(4-{[5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-phenyl-3-[3-(4- 

fluorophenyl)propyl]azetidine-2-on 

(10) (3S, 2R, 4R, 5R, 6R)-2-[(4-{(4S*. 3R*)-1-phenyl-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidine-4-yl}phenyl)methyl]-4,5-diacetyloxy-6- 
(acetyloxymethyl)perhydro-2H-pyran-3-yl acetate 

(1 1 ) (4S*. 3R*)-4-(4-{[5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[3- 
(phenyl)propyl]azetidine-2-on 

(12) (4S*, 3R*>-4-(4-{[4S, 5S, 2R, 3R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[2- 
(4-fluorophenoxy)ethyl]azetidine-2-on 

(13) (3S, 2R, 4R, 5R, 6R)-2-[(4-{(4S*. 3R*)-1 -(4-fluorophenyl)-3-[2-(4- 
fluorophenoxy)ethyl]-2-oxoazetidine-4-yl}phenyl)methyl]-4,5-diacetyloxy-6- 
(acetyloxymethyl)perhydro-2H-pyran-3-yl acetate 

(14) (4S*, 3R*H-(4-{[4S, 5S, 2R, 3R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[3- 
(4-fluorophenyl)propyl]-azetidine-2-on 

(1 5) (4S*. 3R*)-4-(4-{[4S, 5S, 2R, 3R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methoxy}phenyl)-1-(4-fluorophenyl)-3-[2- 
(4-fluorophenoxy)ethyl]azetidine-2-on 
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(16) (4S*. 3R*H-(4-{[4S, 5S, 2R, 3R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-1-phenylmethyl-3-[3-(4- 

fluorophenyl)propyl]-azetidine-2-on 

(1 7) (2S, 3S, 4R, 5R, 6R)-6-[4-{(4S*, 3R*)-1 -(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidine-4-yl}phenylmethyl]-3,4,5-trihydroxyperhydro- 

2H-pyran-2-carbonic acid 

(18) 2-{4-[(4S*. 3R*)-4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidinyl]phenoxy}-2-methylpropionic acid ethyl ester 

(1 9) 2-{4-[(4S*. 3R*)-4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-3-[3-(4- 
fluorophenyl)propyl]-2-oxoazetidinyl]phenoxy}-2-methylpropionic acid 

(20) 2-{4-[(4S*, 3R*)-4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-3-[3-(4- 
methylphenyl)propyl]-2-oxoazetidinyl]phenoxy}-2-methylpropionic acid ethyl ester 

(21 ) 2-{4-[(4S*. 3R*)-4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-3-[3-(4- 
methylphenyl)propyl]-2-oxoazetidinyl]phenoxy}-2-methylpropionic acid 

(22) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methyl}phenyl)-1-(4-fluorophenyl)azetidine-2-on 

(23) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methyl}phenyl)-1-phenylazetidine-2-on 

(24) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methyl}phenyl)-1-(4-methylphenyl)azetidine-2-on 

(25) (4S, 3R)-4-(4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[3- 
(4-fluorophenyl)propyl]azetidine-2-on 

(26) (4S, 3R)-4-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[3- 
(4-fluorophenyl)-3-oxopropyl]azetidine-2-on 
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(27) (4S, 3R)-4-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-phenyl-3-[3-(4- 

fIuorophenyl)-3-oxopropyl]azetidine-2-on 

(28) (4S, 3R)-4-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-methylphenyl)-3-[3- 

(4-fluorophenyl)-3-oxopropyl]azetidine-2-on 

(29) 4-[(4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methyl}phenyl)-2-oxoazetidinyl]benzoic acid 

(30) 4-[(4S, 3R)- 4-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-3-[-3-(4-fluorophenyl)-3- 

hydroxypropyl]-2-oxoazetidinyl]benzoic acid 

(31 ) 4-[(4S, 3R)- 4-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-3-[-3-(4- 
fluorophenyl)propyl]-2-oxoazetidinyl]benzoic acid 

(32) 3-[(2E)-3-(4-fluorophenyl)-2-propenyl] (4S, 3R)-4-(4-{[(2S, 5S, 3R, 4R, 
6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-. 

(4-fluorophenyl)azetidine-2-on 

(33) (4S, 3R)-4-{4-[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]phenyl}-1-(4-fluorophenyl)-3-[3-(4- 

fluorophenyl)propyl]azetidine-2-on 

(34) (4S, 3R)-4-{4-[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]phenyl}-1-(4-fluorophenyl)-3-[3-(4- 

fluorophenyl)-3-oxopropyl]azetidine-2-on 

(35) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-{4-[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]phenyl}-1-(4- 
fluorophenyl)azetidine-2-on 

(36) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-{4-[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]phenyl}-1-(4- 
methylphenyl)azetidine-2-on 

(37) (3R, 4R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-[(2S, 5S, 3R, 4R, 
6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]-1- 
phenylazetidine-2-on 
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(38) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-1 -(4- {[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methyl}phenyl)-4-(4-fluorophenyl)azetidine-2-on 

(39) (4S, 3R)-3-[(3S)-3-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-3-hydroxypropyl]-1- 
phenyl-4-(4-fluorophenyl)azetidine-2-on 

(40) (3R*, 4R*H-(4-{[5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-3-[3-(4- 
fluorophenyl)propyl] -1 -(4-fluorophenyl)azetidine-2-on 

(41 ) 3-((3S)-3-hydroxy-3-phenylpropyl)(4S, 3R)-4-(4-{((5S,3R 1 4R,6R)-3,4,5- 
trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl)-1- 
phenylazetidine-2-on 

(42) 4-[3-(3S)-3-(4-fIuorophenyl)-3-hydroxypropyl](4S, 3R)-4-(4-{(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methyl}phenyl)-2-oxoazetidinyl]benzoic acid ethyl ester 

(43) 4_(4_{(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro- 
2H-pyran-2-yl]methyl}phenyl)(4S, 3R)-1-(4-methylphenyl)-3-[3-(4- 
fluorophenoxy)ethyl]-azetidine-2-on 

(44) 3-(3-phenylpropyl)(4S, 3R)-4-(4-{(5S,3R,4R,6R)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]methyl}phenyl-1-phenylazetidine-2-on 

(45) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]ethene}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(46) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]ethyl}phenyl- 
1-(4-fluorophenyl)azetidine-2-on 

(47) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]-1-propene-3- 
yl}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(48) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]propyl}phenyl- 
1 -(4-fluorophenyl)azetidine-2-on 

(49) 3-((3S)-{4-[(2S, 5S, 3R, 4R, 6R-)-3,4,5-trihydroxy-6- 
(hydroxymethyl)perhydro-2H-pyran-2-yl]phenyl}-3-hydroxypropyl)(4S, 3R)-1,4- 
bis(4-fluorophenyl)azetidine-2-on 
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(50) (4S, 3R)-3-[(3S)-3-(4-fIuorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]methoxypropyl-3-yl}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(51 ) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]methoxy-2- 
pro'pene-3-yl}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(52) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]-1-butene-4- 
yl}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(53) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]butyl}phenyl- 

1-(4-fluorophenyl)azetidine-2-on 

(54) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]-1-butene-5- 
yl}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(55) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2- 
yl]penthyl}phenyl-1-(4-fluorophenyl)azetidine-2-on 

(56) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]ethyl-2- 
yl}phenyl-1 -(phenyl)azetidine-2-on 

(57) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]ethyl-2- 
yl}phenyl-1-(4-methylphenyl)azetidine-2-on 

(58) (4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 
4R, 6R)-3,4,5-trihydroxy-6-(carboxy)perhydro-2H-pyran-2-yl]ethyl-2-yl}phenyl-1- 

(phenyl)azetidine-2-on 

Examples of the structural formulae of compounds of the present invention are 
indicated below in Tables 1 to 1 2. Further, for compounds which have specific 
rotation listed, either the compound was synthesized as an optically active 
substance, or the specific rotation was measured by optical resolution. 
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Table 1 



1 . Compound No. 

2. Structural Formula 



Table 2 



1. Compound No. 

2. Structural Formula 



Table 3 



1. Compound No. 

2. Structural Formula 



Table 4 



1. Compound No. 

2. Structural Formula 



Table 5 



1 . Compound No. 

2. Structural Formula 



Table 6 



1. Compound No. 

2. Structural Formula 



Table 7 



1. Compound No. 

2. Structural Formula 



Table 8 



1. Compound No. 

2. Structural Formula 



Table 9 



1. Compound No. 

2. Structural Formula 



Table 10 



1. Compound No. 

2. Structural Formula 



Table 11 



1. Compound No. 

2. Structural Formula 



Table 12 



1. Compound No. 

2. Structural Formula 



Examples of manufacturing the compounds indicated by General Formula (I) of 
the present invention are cited below. 

Manufacturing Example 1 

(1 ) Example of manufacturing a compound in which R 4 in the General 
Formula (I) is -CH 2 -. 

(a) Using a departure source material of the Compound (1-2) obtained by 
allowing a Tebbe reactant (for example, T. V. Rajanbabu et al., J. Org. Chem., 
1986, 51 , 5458) to act on tetrabenzyl glucuronolacton (1-1 ), a Suzuki coupling 
reaction (for example, C. R. Johnson et al., Synlett, 1997, 1406) is conducted 
with the Compound (1-3), and then the compound indicated by the Compound 
(1-4) is obtained by a desilylation reaction. 



[Key] 

1 . Tebbe reactant 

2. 9-BBN(9-borabicyclo[3,3, 1 ]nonane 

3. TBAF=n-tetrabutylamoniumfloride 



(b) The compound indicated by the aldehyde Compound (1-5) is obtained by 
oxidizing the hydroxy group of the Compound (1-4). 



(c) The compound indicated by the imine Compound (1-7) is obtained by 
allowing the aldehyde Compound (1-5) and the amine Compound (1-6) to 
condense in the presence of molecular sieves and tosylic acid (TsOH). 
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[Key] 

1 . Molecular sieves 



The Compound (1-8) is added to the imine Compound (1-7), and a B-lactam 
substance is obtained by conducting thermal reflux in the presence of a base and 
allowing a Staudinger reaction. Further, if using nBu 3 N as the base in this 
reaction, a trans-B-lactam substance is obtained and if using LDA (lithium 
diisopropyl amide) a cis-B-lactam substance is obtained. 

Moreover, by adding an asymmetric ligand, etc into the system, it is possible to 
obtain asymmetric B-lactam (for example, Hafez, A. M. et al., Org. Lett., 2000, 
2(25), 3963-3965). 

Continuing, a debenzylation reaction is conducted by a catalytic reduction, and 
the compound indicated by the Compound (1-9) is obtained. 
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[Key] 

1.1) Base, thermal reflux 

(d) The Compound (1-10) is obtained by acetylation of the Compound (1 -9). 



[Key] 

1 . Acetylation reaction 

(2) Example of manufacturing a compound in which R4 in the General 
Formula (I) is -CH 2 -. 

The Compound (1-13) is obtained by allowing a Grignard reagent (1-12) to react 
on the Compound (1-11) (for example, M. F. Wong et al., J. Carbohydr. Chem., 
1996, 15(6), 763, C. D. Hurd et al., J. Am. Chem. Soc, 1945, 67, 1972, H. Togo 
et al., Synthesis, 1998, 409). Or, the Compound (1-13) is obtained by a catalytic 
reaction after allowing the Grignard reagent (1-12) to react with the Compound 
(1-1) in the same way, or after making into an olefin either by using 
triethylsilyl hydride to remove the hydroxide group produced, or by processing 
with a tosyl group or a base as a free group, such as halogen, etc. After using 
the Grignard reagent to allow Mg to act on the Compound (1-1 3), the Compound 
(1-14) is obtained when allowing DMF (dimethylformaldehyde) to react, or the 
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Compound (1-15) is obtained when allowing dry ice (C0 2 ) to act after the Mg has 
been allowed to react. 



The compounds (1-14) and (1-15) are synthesis intermediates form which the 
General Formula (I) is obtained by following Manufacturing Example 1-(1)-(c) and 
(d). 

Manufacturing Example 2 

(1 ) Example of manufacturing a compound in which R4 in the General 
Formula (I) is a single bond. 

After allowing the Compound (2-1 ) to react with tetrabenzylglucuronolacton (1-1) 
Et 3 SiH, and BF 3 «Et 2 0 are allowed to act, and the compound indicated by the 
Compound (2-2) is obtained. (For example, J. M. Lancelin et al., Tetrahedron 
Lett., 1983, 24, 4833). The Compound (2-2) is a synthesis intermediate from 
which the General Formula (1) is obtained by following Manufacturing Example 
1-(1)-(b), (c), and (d). 



(2) Example of manufacturing a compound in which R 4 in the General 
Formula (I) is a single bond. 



A Grignard reagent (2-3) is allowed to react with the Compound (1-1 1 ), to make a 
well-known Compound (2-4) (for example, F. Marquez et al., An. Quim., Ser. C, 
1983, 79(3), 428). 



(Here, X is the same as previously described.) 

The methyl group of the Compound (2-4) is converted to aldehyde to become the 
Compound (1-14) (for example, P. S. Portoghese et al., J. Med. Chem., 2000, 
43,2489). 



The Compound (2-2) is obtained when using NaBH 4 to reduce the Compound (1- 
14) 



Manufacturing Example 3 

(1 ) An example of manufacturing a compound in which R4 in the General 
Formula (I) is -OCH 2 -. 

(a) A Mitsunobu reaction is conducted between the Compound (3-1) and the 
Compound (3-2) obtained by well-known methods (for example, D. Zhai et al., J. 
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Am. Chem. Soc, 1988, 110, 2501., P. Allevi et al., J. Carbohydr. Chem., 1993, 
12(2), 209), and the compound indicated by the Compound (3-3) is obtained. 



[Key] 

1. Mitsunobu reaction 

(b) Using LiAIH 4 with Compound (3-3), the methyl ester is reduced to alcohol, 
and the compound indicated by the Compound (3-4) is obtained. 



The Compound (3-4) is a synthesis intermediate from which the General Formula 
(I) is obtained by following the Manufacturing Example 1-(1)-(b), (c), and (d). 

Manufacturing Example 4 

Manufacturing Example of a compound in which any of Ai, A 3 , or A» in the 
General Formula (I) is the following formula (b): 



2-bromoisobutyric acid alkyl ester (4-2) is allowed to react on the Compound (4- 
1 ) in the presence of potassium carbonate, and the compound indicated by the 
Compound (4-3) is obtained by then conducting a catalytic reaction, or then using 
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lithium hydroxide to hydrolyze the ester part. The General Formula (I) is 
obtained by de-protection of the Compound (4-3). 



[Key] 

1. Or, then 

2. (Here, R=OH) 

3. De-protection 

4. General Formula (I) 

Manufacturing Example 5 

Example of manufacturing a compound in which R 2 in the General Formula (I) is 
-C0 2 H. 

The Compound (5-2) when oxidizing the Compound (5-1) using TEMPO (2,2,6,6- 
tetramethyl-1-piperidenyloxy, free radical). 



Manufacturing Example 6 

The Compound (6-3) was made by thioglycosylation of the compounds (6-1 ) and 
(6-2). After oxidizing the Compound (6-3) into a sulfone, a Ramberg-Backlund 
reaction (for example, P. S. Belica et al., Tetrahedron Lett., 1998, 39, 8225, and 
F. K. Griffin et al., Tetrahedron Lett., 1998, 39, 8179) was conducted to make the 
Compound (6-4). After conducting a catalytic reaction on the Compound (6-4), 
TBAF was allowed to act on this to make the Compound (1-4). The Compound 
(1-4) is the synthesis material to obtain the General Formula (I) following the 
Manufacturing Example 1. 
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Manufacturing Example 7 

Example of manufacturing a compound in which R 3 in the General Formula (I) is 
-OH, -OC(0)Ri, 

If conducting a glycosylation of the Compound (1-11) and the Compound (7-1) in 
the presence of a Lewis acid (for example, BF 3 »Et 2 0, SnCU, AgOTf-Cp2HfCl2, 
etc), after O-glycosylation, the reaction progresses to C-glycosylation, and the 
Compound (7-3) is obtained (for example, R. R. Schmidt et al., Synthesis, 1993, 
325). The Compound (7-3) can be converted to the Compound (7-4) by further 
esterization of the phenolic hydroxide group part. The compounds (7-3) and (7- 
4) are synthesis source materials for obtaining the General Formula (I) by 
following the Manufacturing Examples 1 and 3. 



[Key] 

1 . Lewis acid 



2. Base 



(Here, X is the same as previously described. Z represents a free group such as 
halogen, -OC(0)CF 3 , -0-C(=NH)CCI 3 . etc.) 

(2) Example of manufacturing a compound in which R 3 of the General 
Formula (I) is -OH, -OC(0)Ri. 

The Compound (7-7) is made by de-protecting the Compound (7-6) obtained in 
the same way as in Manufacturing Example 7-(1 ) described above. After one of 
the hydroxide groups of the Compound (7-7) is made into a Tf group, the 
Compound (7-3) is obtained by allowing carburation in the presence of carbon 
monoxide (for example R. E. Dolle et al., Chem. Commun., 1987, 904). The 
Compound (7-3) is a synthesis raw material used to obtain the General Formula 
(I) by following the Manufacturing Examples 1 and 3. 



[Key] 

1 . Lewis acid 

2. De-protection 

3. Base 

Moreover, there is also a method of using the Compound (7-11). After 
conducting coupling in the same way as in the Compound (1-11), the Compound 
(7-3) is made by conducting a haloform reaction of the acetyl group (Ac) (for 
example, S. Kajigaeshi et al., Synthesis, 1985, 674). 
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[Key] 

1 . Lewis acid 



(3) Example of manufacturing a compound in which R 3 in the General 
Formula (I) is -OH, -OC(0)R n . 

The Compound (7-10) is obtained by allowing an aryl C-glycosylation reaction in 
relation to the Compound (7-9) as indicated in the Manufacturing Example 7-(1 ). 
The Compound (7-10) is a synthesis source material from which the General 
Formula (I) is obtained by following the Manufacturing Example 8. 



[Key] 

1 . Lewis acid 

(Here Z is the same as previously described.) 
Manufacturing Example 8 

Manufacturing method (I) as an optically active substance 

(a) The Compound (8-2) is made by using a benzyl group to de-protect the 
hydroxide group of D-p-hydroxyphenylglycine (8-1 ) following the method of E. 
Wunsch et al. (Chem. Ber., 1985, 91, 543). 
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The Compound (8-3) is made by conducting a Boc reaction of the amino group in 
the Compound (8-2). 



After making the Compound (8-4) by carborating the carbonic acid part of the 
Compound (8-3) following the W. W. Ogilvie et al. method (Bioorg. Med. Chem., 
1999, 7, 1521), the Compound (8-5) is made by removing the Boc. 



B-lactam (8-6) is made by cyclization of the Compound (8-5) obtained in this way 
into B-lactam following the W. W. Ogilvie et al. method (Bioorg. Med. Chem., 
1999,7,1521). 
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Moreover, the Compound (8-5) can be obtained as an optically active substance 
in the following manner. Specifically, the Compound (8-9) is made by allowing 
an optically active amino derivative (8-8) to react with the Compound (8-7) in the 
presence of an acid catalyst. The Compound (8-1 1 ) is made by a direct catalytic 
reaction of the Compound (8-9). The Compound (8-1 1 ) may also be made by 
first reducing the olefin part (for example, NaHB(OAc), NaBH4, etc), and then 
allowing a strong acid (for example, HC0 2 H, Et 3 SiH, etc) to react (for example, 
C. Cimarell et al., J. Org. Chem., 1996, 61, 5557). The Compound (8-5) is made 
by allowing BnOH to act on the Compound (8-11) under acidic conditions, and by 
allowing an ester exchange reaction. The Compound (8-6) can be made from 
the Compound (8-5) with the same method as in the previous process. 



[Key] 

1 . Acid catalyst 

2. Reduction of olefin part 

3. Strong acid or catalytic reaction 

4. Catalytic reaction 

5. Ester exchange reaction 

6. (BnOH, acidic condition) 
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After allowing an N-alkylation reaction of the B-lactam Compound (8-6) following 
the method of Dominic M.T. Chan, et al. (Tetrahedron Lett., 1998, 39, 2933), the 
Compound (8-12) is made by de-benzylation based on a catalytic reaction. 



The Compound (8-13) is made by allowing a Suzuki reaction of the glucose 
derivative (1-2) with the Compound (8-12) following the method of C. R. Johnson 
et al. (Synlett, 1997, 1406). 



After allowing LDA to act on the Compound (8-13), the Compound (8-14) is made 
by allowing methyl acrylate to act on this, and conducting a C-alkylation reaction. 



After making the ester part of the Compound (8-14) an acid chloride, the 
Compound (8-16) is made following the method of E. Negishi et al. (Tetrahedron 
Lett., 1983,24, 5181). 
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After making the Compound (8-17) by de-benzylation of the Compound (8-16), 
the Compound (8-19) is made by an asymmetric reaction of the ketone part of 
the Compound (8-17) following the method of E.J. Corey et al. (J. Am. Chem. 
Soc, 1987, 109, 7925). 



(b) After allowing LDA to act on the Compound (8-13), the Compound (8-20) 
is allowed to act on this to make the Compound (8-21 ). The Compound (8-22) is 
made by a catalytic reaction of the Compound (8-21). 
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Further, Ai in the General Formula (I) is a compound of the following formula (a): 



and, for example, the Compound (39) can be synthesized using the following 
formula (8-23): 



to react with the Compound (8-15) following the Manufacturing Example 8. 
Moreover, A4 in the General Formula (I) is a compound of the following formula 
(a): 
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and, for example, the compound 38 can be synthesized using the following 
formula (8-24): 



to react with the Compound (8-12) following the Manufacturing Example 8. 
Moreover, the Compound (8-25) of the following formula: 



can be obtained by conducting optical division based on enzymes (S. J. 
Faulconbridge et al., Tetrahedron Lett., 2000, 41, 2679). The Compound (8-25) 
is a source material of the General Formula (I) using the same method as 
described above based on the Suzuki coupling reaction. 

Manufacturing Example 9 

Manufacturing Example as an optically active substance (II) 

The compound indicated by the Compound (9-3) is obtained by using the method 
of K. Tomioka et al. (J. Chem. Soc. Chem. Commom., 1999, 715) to condense 
the Compound (9-1) and the Compound (9-2). The General l-ormula (I) is 
obtained by de-protecting the Compound (9-3). Or, it is possible to obtain the 
Compound (9-3) via silylenol ether instead of the Compound (9-1 ), and attaching 
to the Compound (9-2) using a Lewis acid. 
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[Key] 

1 . De-protection 

2. General Formula (I) 



Manufacturing Example 10 

Example of manufacturing as an optically active substance (III) 

The compound indicated by the Compound (9-3) is obtained by condensing the 
compounds (10-1 ) and (9-2) using the method of E.J. Corey et al. (Tetrahedron 
Lett., 1991 , 32, 5287). The General Formula (I) is obtained by de-protecting the 
Compound (9-3) 



[Key] 

1 . De-protection 

2. General Formula (I) 



Manufacturing Example 1 1 

Example of manufacturing as an optically active substance (IV) 

The Compound (11-3) is made by forming an amide bond between (R)-(+)-2,10- 
camphor sultam (11-1) and the acid chloride Compound (11-2). The Compound 
(1 1-5) is made by using a Lewis acid such as TiCI 4 , BF 3 'OEt 2 , etc to conduct an 
addition reaction of the Compound (11-3) to the imide Compound (11-4). The p- 
lactam Compound (11-6) is obtained by allowing BSA to react with the 
Compound (1 1-5), and then allowing TBAF (n-tetrabutyl ammonium fluoride) to 
act. 
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The Compound (8-15) can be obtained from the Compound (11-6) using the 
same method as in Manufacturing Example 8. 



(11-6) is a synthesis source material to obtain the General Formula (I) following 
the Manufacturing Example 8. Moreover, when using the Compound (11-7) 
instead of the Compound (11-4), the Compound (11-8) is obtained corresponding 
to the Compound (11-6) by using the same methods. 
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The Compound (11-9) can be obtained using the same method as in the 
Manufacturing Example 7 in relation to the Compound (11-8) 



[Key] 

1 . Lewis acid 

The Compound (1 1-9) thus obtained is a synthesis source material to obtain the 
General Formula (I) following the Manufacturing Example 8. 

Manufacturing Example 12 

Using the Compound (12-1 ) obtained by following the method of the cited 
literature (Masataka Yokoyama et al., Synthesis, 1998, 409) in relation to the 
Compound (1 1-6), the Compound (12-2) is obtained by conducting a Heck 
reaction (for example, R. F. Heck et al., J. Am. Chem. Soc, 1968, 90, 5518). 
The Compound (12-2) is a synthesis source material to obtain General Formula 
(I) following the Manufacturing Example 8. 
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Moreover, the Compound (12-3) is obtained by conducting a catalytic reaction of 
the Compound (12-2). The Compound (12-3) thus obtained is a synthesis 
source material to obtain General Formula (I) following the Manufacturing 
Example 8. 



Manufacturing Example 1 3 

The Compound (13-2) is obtained by using the Compound (13-1) (R 6 is -Me, -Br, 
-CH 2 OTBS), and conducting C-glycosylation (for example, K. C, Nicolaou et al., 
J. Chem. Soc. Chem. Comm., 1984, 1153) on the Compound (1-11) in the 
presence of a Lewis acid (BF 3 »OEt 2 , ZnCI 2 , AgOTf, etc). After converting the R 6 
of the Compound (13-2) to aldehyde in the same way as in Manufacturing 
Example 1-(1)-(6), Manufacturing Example 1-(2), or Manufacturing Example 2- 
(2), this becomes a synthesis source material to obtain the General Formula (I) 
following the Manufacturing Example 1 . 
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[Key] 

1 . Lewis Acid 



Manufacturing Example 14 

After conducting a coupling reaction such as a Suzuki coupling reaction or a 
Grignard reaction between the Compound (14-1) and Compound (14-2) (Angew. 
Chem. Int. Ed., 2000, 4415), or after conducting alkylation in the presence of a 
base, the Compound (14-3) is obtained by de-protection. 



[Key] 

1. (1) Coupling 

2. (2) De-protection 

Manufacturing Example 15 

After using an organic metal reagent (Grignard reagent, organic zinc reagent, 
etc) to convert the Compound (15-2) obtained by reducing and halogenating the 
Compound (15-1) synthesized following the method of Dheilly L. (Carbohydr. 
Res., 1992, 224, 301), the Compound (15-4) is obtained by coupling with the 
Compound (15-3) in the presence of a catalyst such as palladium, or nickel 
complex, and then by conducting a cyclization reaction. 
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[Key] 

1.1) Reduction 

2. 2) Halogenation 

3. Cyclization 

Manufacturing Example 16 

It is possible to obtain the Compound (16-1 ) by using a Heck reaction to couple 
the Compound (12-1) and the Compound (15-3) in the same way as in the 
Manufacturing Example 12. It is possible to convert the Compound (16-1 ) to the 
General Formula (I) following the Manufacturing Example 17. 



Manufacturing Example 17 

Lithium hydroxide, etc is used to remove the camphor sultam in the Compound 
(17-1) making the Compound (17-2) (the camphor sultam can be recovered and 
reused). Then, the General Formula (I) is obtained either by allowing this 
Compound (17-2) to react in a non-solvent such as phosphorus oxychloride, or in 
a solvent such as methylene chloride or dichloroethane, or by allowing the 
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Compound (17-2) to react in a solvent such as methylene chloride or DMF with a 
reducing agent such as DCC (1,3-dicyclohexylcarbodiimide), or DEPC 
(diethylphosphorylcyanide) in the presence of a base. Moreover, the General 
Formula (I) can be obtained through cyclization by processing in a base such as 
a sodium hydroxide aqueous solution either after allowing the Compound (17-2) 
to react with (PyS) 2 or to a delayed luminescence reagent such as DEAD 
(diethylazodicarboxylate) or DIAD (diisopropylazodicarboxylate) in the presence 
of Bu 3 P or Ph 3 P, or after allowing to react with 2,6-dichlorobenzoyl chloride, or 
2,4,6-thchlorobenzoyl chloride in the presence of a base such as NaH. 



[Key] 

1 . Cyclization 

2. General Formula (I) 

Or, after esterifying the Compound (17-2) to make the Compound (17-3), the 
General Formula (I) is obtained either by allowing the Compound (17-3) to react 
with a base such as LDA, LiHMDS (lithium bis(trimethylsilyl)amide)), NaHMDS 
(sodium bis(trimethylsilyl)amide)), NaH, or t-BuOK in a solvent such as THF; or 
by allowing a Grignard reagent such as EtMgBr, or t-BuMgBr to act on the 
Compound (17-3). The General Formula (I) can also be obtained by conducting 
the same reaction on the Compound (17-1). 
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[Key] 

LEsterification 

2. Cyclization 

3. General Formula (I) 

4. (R 7 expresses Me, Et.) 



Manufacturing Example 18 

After making the Compound (18-2) either by conducting an oxide reaction of the 
Compound (18-1 ) using selenium dioxide, etc, or by using an oxidation method 
such as Pd(OAc) 2 -benzoquinone-perchloric acid on the Compound (18-4), the 
Compound (18-3) is obtained by conducting an asymmetric reduction of the 
ketone part in the same way as in the Manufacturing Example 8. Moreover, the 
Compound (18-3) can be obtained by conducting hydroboration on the 
Compound (18-4), and a stereo selective reaction can be conducted using an 
asymmetric borane reducing agent, etc. 
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[Key] 

1 . Oxidation 

2. Asymmetric reduction 

3. Oxidation 



Manufacturing Example 19 

The Compound (19-2) is obtained by the asymmetric reduction of the Compound 
(19-1) (for example, a method using a transition metallic complex: R. Noyori et 
al., J. Am. Chem. Soc, 1987, 109, 5856). The Compound (19-3) is made either 
by converting the hydroxide group of the Compound (19-2) to a free group and 
then conducting a cyclization reaction, or by allowing a direct delayed 
luminescence reaction of the hydroxide group. The Compound (19-4) is obtained 
by conducting a Heck reaction on the Compound (19-3) with the Compound (12- 
1), and then conducting a catalytic reaction on the double bond produced. Or, 
the Compound (19-4) is obtained by conducting a Negishi reaction with the 
Compound (19-5) (for example, T. Hayashi et al., J. Am. Chem. Soc, 1984, 106, 
158-163; A. Saiga et al., Tetrahedron Lett. 2000, 41, 4629-4632; C. Dai et al., J. 
Am. Chem. Soc. 2001, 123, 2719-2724). The Compound (19-4) is source 
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material to obtain the General Formula (I) following the Manufacturing Example 
8. 



[Key] 

1 . Catalytic asymmetric reduction 

2. p-lactamization 

3. Pd catalyst 

4. Pd catalyst or Ni catalyst 

5. (R 7 is a -OAc group or -OBn group.) 



Manufacturing Example 20 

The Compound (20-2) is made by an asymmetric reduction of the imine (20-1 ) 
following the Manufacturing Example 19. After making the corresponding 
carbonate by hydrolyzing the ester part of the Compound (20-2), the Compound 
(19-3) is obtained by using a condensing agent to make a p-lactam (for example 
DCC). The Compound (19-3) may also be obtained by making a B-lactam of the 
Compound (20-2) (for example, EtMgBr). The Compound (19-3) is a source 
material to obtain the General Formula (I) following the Manufacturing Example 
19. 
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[Key] 

1 . Asymmetric reduction 

2. Hydrolysis of the ester group 

3. B-lactamization 



Manufacturing Example 21 

After allowing a base to act on the Compound (19-1 ), the Compound (21-2) is 
made by adding the Compound (21-1). The Compound (21-5) is made either by 
making the Compound (21-4) by asymmetric reduction of the Compound (21-2), 
or by allowing the Compound (21-3) to act on the Compound (21-2). The 
Compound (21-6) is obtained by allowing the Compound (21-3) to act on the 
Compound (21-4). Then, after making the Compound (21-8) by coupling the 
Compound (21-6) and the sugar part (12-1 [sic] or 19-5), B-lactam (21-10) is 
obtained. On the other hand, after making the Compound (21-7) by asymmetric 
reduction of the Compound (21-5), the Compound (21-9) is made by coupling 
with the sugar part. The Compound (21-10) is obtained by making a B-lactam of 
the Compound (21-9). The Compound (20-10) obtained in this way is a source 
material for the General Formula (I). 
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[Key] 

1 . Base 

2. Asymmetric reduction 

3. (3-lactamization 



Further, A,, A 2 , A4, R 3 , R4, p, q, r, and Z in the chemical formulae indicated in 
Manufacturing Examples 1 to 21 are the same as previously described, and R 6 is 
either -CH=CH 2 , or -CH 2 OH. k is an integer of one or more, I is zero or an 
integer of one or more, and k+l is an integer of ten or less. 

Test example 

An example of a pharmacological test of the serum cholesterol lowering action on 
hamsters is cited below. 

Lipid-lowering action in cholesterol-feed-loaded hamsters 

Hamsters were divided into groups of three, and were given feed containing 
0.5% cholesterol (CE-2, CLEA Japan) for four days. The test compounds were 
orally administered by forced feeding once per day at the same time as 
beginning the cholesterol loading. 0.2 ml_ corn oil per 100 g body weight only 
(control group) or a solution of the test compound in corn oil was administered. 
Twenty hours after the final administration, blood was sampled from the 
abdominal aorta under mild ether anesthesia, and serum was isolated. The 
serum total cholesterol was measured using the cholesterol E-test Wako (Wako 
Pharmaceuticals). The results of the test compound are indicated by the control 
percentage (%) in relation to the increase portion of serum cholesterol 
concentration based on high cholesterol loading. Further, the pharmacological 
action of the compounds listed under light rotation in Tables 1 to 12 were 
measured as optically active substances. Those results are indicated in the 
following table. The numbers in Table 13 represent the change percentage (%) 
in relation to the control group, and therefore the negative numbers indicate 
positive cholesterol lowering action. 
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Table 13 



Compound No. 


Test Compound 
(mg/kg) 


No. of days of 
administration 
(days) 


Serum cholesterol 
change 
percentage (%) 


2 


3 


7 


-120 


13 


20 


4 


-28 


15 


20 


4 


-21 


23 


3 


7 


-177 


24 


3 


7 


-156 


28 


3 


7 


-130 


33 


3 


4 


-67 


38 


10 


4 


-2. 


45 


3 


4 


-136 


r 46 


3 


4 


-147 


49 


10 


4 


-55 


56 


0.3 


4 


-84 


57 


0.3 


4 


-81 



(Biological stability tests) 

In order to confirm the stability of the C-glycosides, the method of Mark von 
Itzstei et al. (Org. Lett., 1999, 1, 443-446) was followed using a C-aryl substance 
(A) and an O-aryl substance (B) to compare the biological stability in relation to 
group glycosidase, specifically a-N-acetyl-D-galactosaminidase. 



[Key] 

1. a-N-acetylgalactosaminidase 

2. a-N-acetylgalactosaminidase 
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Enzyme: a-N-acetyl-D-galactosaminidase manufactured by Yariika 0.32 units 
(0.5 m sodium citrate buffer solution containing 1.69 unit/m 10.1% BSA) 

Solvent: citric acid buffer solution (pD=3) 0.6 mi- 
Temperature: 35° C 

Procedures: Two milligrams of standard substance were weighed and placed in 
an NMR sampling tube, and 0.6 mL of sodium citrate buffer solution and 0.32 
units of enzyme were added. This was left to stand at 35° C, and the NMR was 
measured at six time intervals. 

The basic substance residual percentage (%) of the results of these tests are 
indicated in the following Table 14. 



Table 14 



Time 

Standard 
substance 


2 


4 


6 


8 


10 


12 


18 


24 


B 


89 


79 


68 


57 


50 


45 


40 


22 


A 


100 


100 


100 


100 


100 


100 


100 


100 



As is clear from this table, in contrast to the rapid hydrolysis and decomposition 
of 78% of the O-aryl substance (B) used as a comparison in 24 hours, it was 
confirmed, as predicted, that the C-aryl substance (A), which aims for metabolic 
stability and converts ether bonds to carbon-carbon bonds, was unaffected by 
the enzymes, and that no decomposition products were created at all in the 
following 24 hours. 

Embodiments 

The present invention is explained in further detail using embodiments, but the 
present invention is in no way limited by these embodiments. 

Embodiment 1 

4-(4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)-perhydro-2H- 
pyran-2-yl]methyl}phenyl) (4S*. 3R*}-1(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyl]azentidine-2-on (Compound (2)) 
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Reference Example 1-a: Synthesis of Compound (1-4) 

9-BBN (50 ml_, 0.5 M THF solution) was added to a THF solution (70 ml_) of the 
Compound (1-2) (5.37 g), and thermal reflux was conducted for five hours. 

The reaction solution was cooled to room temperature and K 3 P0 4 (10 ml_, 3 M 
aqueous solution) was added and agitated for 15 minutes. Then a DMF solution 
(100 ml_) of 4-(t-butyldimethylsilyloxymethyl)bromobenzene (3.01 g) and PdCI 2 
(dppf) (0.73 g) was added and agitated for 18 hours. The organic layer was 
rinsed with saturated saline solution, and dried with Glauber's salt. After 
removing the organic solvents, TBAF (15 ml_, 1.0 M THF solution) was added 
and agitated for three hours. The organic layer was extracted using ethyl ester 
acetate, and then this was rinsed with saturated saline solution, and dried with 
Glauber's salt. After removing the organic layer, this was purified using silica gel 
column chromatography (ethyl ester acetate: hexane=1 :2, and 3.58 g of the 
Compound (1-4) was obtained in two runs (yield 56%). 

Mass (ESI) m/z: 662 (M+H 2 0) + 
IR (KBr): 3430 cm' 1 

1 H-NMR (CDCb): 2.71 (dd, J= 8.8, 13.2 Hz), 3.1 3 (dd, J= 2.4, 14.2 Hz), 3.32 to 

3.36 (m, 2H), 3.45 to 3.50 (m, 1 H), 3.60 to 3.74 (m, 4H), 4.48 
to 4.68 (m, 6H), 4.80 to 4.95 (m, 4H), 7.18 to 7.37 (m, 24H) 

Reference Example 1-b: synthesis of the Compound (1-5) 

Mn0 2 (9.65 g) was added to a chloroform solution (22.0 mL) of the Compound 
(1-4) (3.6 g), and thermal reflux was conducted for two hours. The reaction 
solution was cooled to room temperature, and passed through a sieve using 
celite. Enrichment under reduced pressure was conducted, and 3.46 g (yield 
97%) of the Compound (1-5) was obtained as a colorless crystal. 

Mass (ESI) m/z: 660 (M+H 2 0) + 
IR (KBr): 1692 cm' 1 

1 H-NMR (CDCI3): 2.77 (dd, J= 8.8, 14.2 Hz), 3.16 to 3.20 (m, 1H), 3.32 to 3.36 

(m, 2H), 3.49 (dt, J= 2.0, 9.3 Hz), 3.61 to 3.66 (m, 3H), 3.72 
(t, J= 8.8 Hz), 4.46 to 4.67 (m, 4H), 4.81 to 4.97 (m, 4H), 
7.18 to 7.41 (m, 22H), 7.74 (d, J= 8.3 Hz), 9.95 (S, 1H) 
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Synthesis of Compound (2) 

(I) Molecular sieve (3.46 g), tosylic acid (catalytic volume), and P-fluroanaline 
(0.61 mL) were added to a toluene solution (54.0 ml_) of the Compound (1-5) 
(3.46 g), and thermal reflux was conducted for 1.5 hours. The insoluble 
substance was removed by sieve, the filter solution was enriched, and the 
following reaction was used. 

(II) nBu 3 N (5.1 mL) was added to a toluene solution of the compound 
obtained in (I). 5-(4-fluorophenyl)penthane acid chloride (1 .16 g) was added, and 
after conducting thermal reflux for 1 5 hours, 1N HCI solution (15 mL) was added 
and agitated for 15 minutes. The organic layer was rinsed with saturated sodium 
bicarbonate water and saturated saline solution, dried with Glauber's salt and the 
organic layer was enriched under reduced pressure. The residue was used in 
the following reaction. 

(III) 10% Pd-C (200 mg) was added to a mixed solution of MeOH: THF = 5 mL 
: 1 mL in the compound obtained in (II), and this was agitated for five hours at 
room temperature under hydrogen gas flow. This was filtered using celite, the 
filter solution was enriched, and 64 mg (yield 26%) of the Compound (2) was 
obtained by purifying using silica gel column chromatography (chloroform: 
methanol = 10:1). 

Mass (ESI) m/z: 554 (M+H 2 0) + 

IR (KBr): 3376, 1 737, 1 503, 1218 cm" 1 

1 H-NMR (CD 3 OD): 1 .82 to 1 .98 (m, 4H), 2.65 to 2.78 (m, 3H), 3.09 to 3.39 (m, 
7H), 3.64 (dd, J= 5.4, 12.2 Hz), 3.77 to 3.81 (m, 1H), 4.94 to 
4.98 (m, 1H), 6.98 to 7.05 (m, 4H), 7.18 to 7.22 (m, 2H), 7.30 
to 7.33 (m, 4H), 7.38 (d, J= 7.8 Hz, 2H) 

Embodiment 2 

4-(4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-triacetoxy-6-(acetoxymethyl)-perhydro-2H- 
pyran-2-yl]methyl}phenyl) (4S\ 3R*)-1-(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyl]azentidine-2-on (Compound (3)) 
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Et 3 N (0.77 ml_), acetate anhydride (0.49 ml_), and DMAP (catalytic volume) were 
added to a methylene chloride (11.0 mL) solution of the Compound (2) (600 mg), 
and this was agitated for 16 hours at room temperature. The organic layer was 
rinsed with saturated saline solution, and dried with Glauber's salt. After removal 
of the organic solvent, 600 mg of the Compound (3) (yield 77%) was obtained by 
purifying using silica gel column chromatography (ethyl ester acetate : hexane = 
1:2). 

Mass (ESI) m/z: 722 (M+H) + 

IR (KBr): 1 749, 1 506, 1 380, 1 221 , 1 029 cm 1 

1 H-NMR (CDCI 3 ): 1 .82 to 1 .84 (m, 4H), 1 .93 (S, 3H), 1 .97 (S, 1 .5H), 1 .98 (S, 

1.5H), 1.99 (S, 1.5H), 2.00 (S, 1.5H), 2.02 (S, 3H), 2.61 to 
2.64 (m, 2H), 2.79 to 2.82 (m, 2H), 3.07 to 3.08 (m, 1H), 3.56 
to 3.69 (m, 2H), 4.02 to 4.23 (m, 2H), 4.58 (d, J= 2.4 Hz), 

4.89 to 4.95 (m, 1 H), 5.03 (t, J= 9.3 Hz), 5.17 (t, J= 9.3 Hz), 

6.90 to 7.007 (m, 4H), 7.08 to 7.12 (m, 2H), 7.18 to 7.24 (m, 
6H) 

Reference Example 2: Synthesis of the Compound (2-2) 
4-(2,3,4,6-tetra-o-benzyl-B-D-glucopyranosyl)benzyl alcohol (Compound (2-2)) 
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The Compound (XI) produced by allowing nBuLi (10 mL, 1.57 M hexane solution) 
to act on p-(tert-butyldiphenylsyloxylmethyl)-bromobenzine (6.66 g) at -78° C, 
was titrated into tetrabenzylglucuronolactam (I) (7.31 g) at -78° C after agitating 
for two hours, the organic layer was extracted using ethyl ester acetate, rinsed 
with saturated saline solution, and dried with Glauber's salt. The solvent was 
removed under pressure reduction, and the residue was used in the following 
reaction. 

The compound obtained was dissolved in methylene chloride (26 mL), Et 3 SiH 
(0.82 mL), and BF 3 -Et 2 0 (0.33 mL) were added at -50° C, and this was agitated 
for 1 .5 hours. Saturated sodium bicarbonate water was added, and after 
agitating for one hour, the organic layer was removed with diethyl ether, rinsed 
with saturated saline solution, and dried with Glauber's salt. This was purified 
using silica gel column chromatography (ethyl acetate : hexane =1:3), and 1.48 
mg of the Compound (2-2) (yield 15%) was obtained. 

IR (KBr): 3388, 1452, 1362, 1210, 1068, 1026 cm" 1 

1 H-NMR (CDCI 3 ): 3.49 to 3.81 (m, 4H), 4.04 to 4.96 (m, 13H), 6.92 to 6.95 (m, 
2H), 7.09 to 7.76 (m, 2H) 

Reference Example 3-a: Synthesis of the Compound (3-a) 

4-(2,3,4,6-tetra-o-benzyl-B-D-glucopyranosyl)methoxybenzoic acid methyl ester 
(Compound (3-a)) 
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DIAD (0.3 mL) was added to a THF (5.0 mL) solution of the Compound (3-1 ) 
(555 mg), methyl-p-hydroxybenzoate (153 mg), and PPh 3 (394 mg), and was 
agitated for 22 hours. This was enriched under pressure reduction; the residue 
was purified using silica gel column chromatography (ethyl ester acetate : 
hexane = 1:3), and 180 mg of the Compound (3-a) (yield 26%) was obtained. 

IR (neat): 1713, 1605, 1434, 1359, 1248, 1164 cm' 1 

1 H-NMR (CDCI 3 ): 3.49 to 3.77 (m, 7H), 3.89 (s, 3H), 4.07 to 4.1 1 (m; 1 H), 4.19 
to 4.22 (m, 1 H), 4.51 to 4.60 (m, 4H), 4.82 to 4.89 (m, 2H), 
4.94 (s, 2H), 6.87 (d, J= 8.8 Hz, 2H), 7.1 5 to 7.36 (m, 20H), 
7.96 (d, J= 8.8 Hz, 2H) 

Reference Example 3-b: synthesis of the Compound (3-b) 

4-(2,3,4,6-tetra-o-benzyl-p-D-glucopyranosyl)methoxybenzyl alcohol (Compound 
(3-b)) 



An ether (5 mL) solution of the Compound (3-a) (180 mg) was added to an ether 
(5 mL) solution of LiAIH 4 (10 mg) at 0° C. After agitating at room temperature for 
15 minutes, water (2.0 mL), and 15% sodium hydroxide aqueous solution (0.5 
mL) were added. After celite filtering, the filter solution was enriched. The 
residue was purified using silica gel column chromatography (ether ester acetate 
: hexane = 1 : 1), and 160 mg of the Compound (3-b) was obtained (yield 93%). 
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Mass (ESI) m/z: 684 (M+H+Na) + 
IR (neat): 3442 cnV 1 

1 H-NMR (CDCb): 1.56 (s, 1H), 3.49 to 3.53 (m, 1H), 3.60 to 3.77 (m, 6H), 4.08 
to 4.12 (m, 1H), 4.20 to 4.23 (m. 1H), 4.52 to 4.61 (m, 6H). 
4.85 (ABq, J= 11.2 Hz, 2H), 4.93 (s, 2H), 6.88 (d, J= 8.8 Hz, 
2H), 7.15 to 7.36 (m, 22H) 

Reference Example 3-c: synthesis of the Compound (1 -14) 
4-(2,3,4,6-tetra-o-benzyl-B-D-glucopyranosyl)benzaldehyde (Compound (1-14)) 



(I) 0.9 g of NBS and 0.05 g of benzoylperoxide were added to 3 mL of a 
carbontetrachloride solution with 0.3 g of 4-(2,3,4,6-tetra-o-benzyl-8-D- 
glucopyranosyl)toluene, and thermal reflux was conducted for two hours. The 
reaction solution was cooled, 30 mL of diethyl ether was added, crystals were 
filtered out, and the filter solution was enriched. This was purified using silica gel 
column chromatography (ether ester acetate : hexane = 1:8). 

(II) NaHC0 3 (45 mg) was added to a DMSO (3 mL) solution of the bromo 
substance (224 mg) obtained from (I), and this was agitated for one hour at room 
temperature, and four hours at 100° C. After extracting the reaction solution 
using ethyl ester acetate (30 mL), and after rinsing the organic layer with 
saturated saline solution, this was dried using sodium sulfate anhydride. When 
removing the solvent, the Compound (1-14) was obtained as a brown oily 
substance at a yield of 26% (two processing runs). 

Mass (m/e): 436 (M + ), 394, 307, 273, 245, 214, 163, 135, 105, 77, 51, 

(BP) 

IR (neat): 2914, 1641, 1437, 1257, 1017, 954, 708 cm" 1 

1 H-NMR (CDCI3, 400 MHz) 

6: 1 .96, 1 .97, 2.06 (12H, eaeh, s), 3.75 - 5.40 (7H, m), 7.96, 

8.02 (4H,ABq),1 0.06(1 H,s) 

Embodiment 3 
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2-(4-[4-{(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)-perhydro-2H- 
pyran-2-yl]methyl}phenyl)(4S*, 3R*)-1-(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyi]-2-oxoazetidinyl)phenoxy-2-methylpropanoic acid 
(Compound (19)) 



(I) Ethyl 2-bromoisobutyrate (0.77 ml_), and potassium carbonate (0.97 g) 
were added to an acetone (22.0 ml_) solution of the Compound (4-4) (3.19 g), 
and thermal reflux was conducted for 40 hours. After cooling to room 
temperature, this was filtered, and the filter solution was enriched. The residue 
was purified using silica gel column chromatography (ethyl butyrate : hexane = 1 
: 3). 

(II) The compound obtained in (I) (2.93 g) was dissolved in an ethanol - 
tetrahydrofuran mixed solution (1 : 1, 40 mL). 10% Pd-C (0.3 g) was added, and 
agitated for three hours at room temperature under hydrogen gas flow. After 
celite filtering and enrichment of the filter solution, this was purified using silica 
gel column chromatography (chloroform : methanol = 10:1), and the compound 
18 (1.21 g, 51.8% (two runs)) was obtained. 



Lithium hydroxide (50 mg) was added to a tetrahydrofuran-water mixed solution 
(5:1,3 mL) of the Compound (18) (400 mg), and was agitated for eight hours at 
room temperature. After adjusting the pH to approximately 3, the organic layer 
was extracted using ethyl acetate. The organic layer was rinsed with saturated 
saline solution, and dried with Glauber's salt. The organic solvent was removed, 
and when purifying using silica gel column chromatography (chloroform : 
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methanol = 5 : 1 ), 377 mg of the Compound (19) (yield 51% (3 runs)) was 
obtained. 



Mass (ESI) m/z: 636 (M-HV 

IR (KBr): 3400, 1722, 1503 cm" 1 

1 H-NMR (CD 3 OD): 1 .53 (s, 6H), 1 .81 to 1 .95 (m, 4H), 2.65 to 2.68 (m, 2H), 2.72 
to 2.78 (m, 1H), 3.09 to 3.41 (m, 7H), 3.62 to 3.66 (m, 1H), 
3.77 to 3.82 (m, 1 H), 4.81 (d, J= 2.0 Hz, 1H), 6.85 (d, J= 9.3 
Hz, 2H), 6.97 to 7.02 (m, 2H), 7.18 to 7.22 (m, 4H), 7.30 (d, 
J= 7.8 Hz, 1H), 7.38 (d, J= 8.3 Hz, 2H) 

Embodiment 4 

6-[(4-{(2S*. 3S*)-1-(4-fluorophenyl)-3-[3-(4-fluorophenyl)propyl]-4-oxoazetidine-2- 
yl}(2S, 3S, 4R, 5R, 6R)- 3,4,5-trihydroxyperhydro-2H-pyran-2-carboxilic acid 
(Compound (17)) 



Saturated sodium bicarbonate water (6.6 mL) and NaOCI (6.6 mL) were added to 
an acetone nitryl (6.6 mL) solution of the Compound (2) (300 mg), TEMPO 
(2,2,6,6-tetramethyl-1-piperidinyloxy, free radical) (10 mg), and KBr (10 mg), and 
this was agitated for three hours at room temperature. The organic layer was 
extracted using ethyl ester acetate. The organic layer was rinsed with saturated 
saline solution, and dried with Glauber's salt. After removing the organic solvent, 
this was purified using silica gel column chromatography (chloroform : methanol 
= 10: 1), and 90 mg of the Compound (17) (yield 29.4%) was obtained. 

Mass (ESI) m/z: 566 (M-HV 

IR (KBr): 3388, 1737, 1509 cm" 1 
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1 H-NMR (CD3OD): 1 .82 to 1 .97 (m, 4H), 2.65 to 2.68 (m, 2H), 2.71 to 2.79 (m. 

1 H), 3.12 to 3.24 (m, 3H), 3.34 to 3.52 (m, 3H), 3.62 to 3.68 
(m, 1H), 4.84 (d, J=2.0 Hz, 1H), 6.98 to 7.05 (m, 4H), 7.18 to 
7.21 (m, 2H), 7.29 to 7.37 (m, 6H) 

Reference Example 4-a: Synthesis of the Compound (8-2) 



D-p-benzyloxyphenylglycyl (Compound (8-2)) 



An aqueous solution of CuSCv5H 2 0 (12.5 g) and 100 mL of water was added to 
50 mL of a 2N-NaOH aqueous solution with 16.7 g of D-p-hydroxyphenylglycyl 
(8-1 ) and agitated for one hour at 60° C. The reaction solution was cooled to 
room temperature and 50 mL of 2N-NaOH aqueous solution, 50 mL of methanol, 
and 13.0 mL of benzyl bromide were added and agitated for 20 hours at room 
temperature. After filtering the precipitate, and rinsing with water and acetone, 
300 mL of 1 N-HCI aqueous solution was added and agitated for one hour at 
room temperature. When filtering the precipitate, rinsing with water and acetone, 
and drying, 13.18 g of the Compound (8-2) (yield 51.3%) was obtained. 

Mass m/z: 21 2 (M-45)\ 1 22, 91 (base), 65 

IR (KBr): 3022, 1587, 1509, 1389, 1248, 1008 cm' 1 

1 H-NMR (CD3OD): 5.07 (s, 1H), 5.16 (s, 2H), 7.12 (d, J=6.8 Hz, 2H), 7.34 to 
7.48 (m, 5H), 7.45 (d, J=6.8 Hz, 2H) 



Reference Example 4-b: Synthesis of the Compound (8-3) 
D-p-benzyloxyphenyl-N-(t-butoxycarbonyl)glycine (Compound (8-3)) 



66 



Triethylamine (16.4 mL) and (Boc) 20 (13.5 mL) were added to a THF-water 
(140 mL) suspension of 12.53 g of the Compound (8-2) while icing, and this was 
agitated for four hours at room temperature. The THF was removed under 
pressure reduction and the residue aqueous layer was adjusted to pH 4 using 
10% citrate aqueous solution. The ethyl ester acetate (100 mL x 3) was 
extracted; the extracted solution was rinsed with water (100 mL x 3) and 
saturated saline solution (100 mL x 1), and was dried using sodium sulfate 
anhydride. The solvent was removed, and 17.4 g (assayed) of the Compound 
(8-3) was obtained. 

Mass m/z: 357 (M + ), 331, 301,283, 256, 212, 148, 120, 91 (base) 

IR (KBr): 3298, 2968, 1791, 1656, 1608, 1506, 1452, 1392, 1242, 

1161cm- 1 

1 H-NMR (CDCI 3 ): 1.23 (s, 9H), 5.05 (bs, 3H), 6.94 (d, J=8.3 Hz, 2H), 7.32 to 
7.41 (m, 8H) 



Reference Example 4-c: Synthesis of the Compound (8-4) 

(3S)-3-[4-(benzyloxy)phenyl]-3-[(t-butoxy)carbonylamino]propionic acid benzyl 
ester (Compound (8-4)) 



Triethylamine (5.9 mL), and isobutylchlorformate (5.8 mL) were added to a THF 
(80 mL) solution of 14.4 g of the Compound (8-3) while icing, and after agitating 
for 40 minutes, CH 2 N 2 /Et 2 0 (prepared from N, N-dimethylnitrosourea (30 g), Et 2 0 
(100 mL) and 40% KOH aqueous solution (100 mL)) were added and agitated for 
1 .5 hours. After using AcOH to decompose the excess diasomethane, and after 
dissolving everything by adding ether (100 mL) and water (100 mL), this was 
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separated at the ether layer, rinsed with saturated sodium bicarbonate water 
(100 ml_ x 2) and saturated saline (100 ml_ x 1), and dried using sodium sulfate 
anhydride. After the solvent was removed, and the residue was dissolved in 
THF: water (80 mL : 15 ml_) solution, a solution of 8.3 mL of triethylamine with 
0.93 g of silver benzoate was added and agitated for two hours at room 
temperature. The reaction solution was diluted with ether (100 mL), rinsed with 
10% HCI aqueous solution (50 mL x 2), water (100 mL x 4) and saturated saline 
solution (50 mL x 1), and dried using sodium sulfate anhydride. After removing 
the solvents and dissolving the residue with acetonytryl (80 mL), 7.0 mL of DBU, 
and 5.7 mL of benzyl bromide were added and agitated for four hours at room 
temperature. The reaction solution was diluted with ethyl ester acetate (100 mL), 
rinsed with 10% citrate aqueous solution (50 mL x 2), saturated sodium 
bicarbonate water (100 mL x 1) and saturated saline solution (100 mL x 1), and 
dried using sodium sulfate anhydride. The solvents were removed, and when 
purifying the residue using silica gel column chromatography (ethyl ester acetate 
: n-hexane = 1:2), 10.35 g of the Compound (8-4) (yield 55.7%) was obtained. 

Mass m/z: 461 (M + ), 404, 360, 314, 270, 212, 180, 121, 91, 57(base) 

IR (KBr)- 3394, 2956, 1731, 1689, 1500, 1290, 1224, 1149 cnT 

1 H-NMR (CDCI 3 ): 1.51 (s, 9H), 2.89 to 3.12 (m, 2H), 5.10 (s, 4H), 5.09 to 5.13 

(m, 1H), 6.99 (d, J=8.8 Hz, 2H), 7.30 to 7.54 (m, 12H) 



Reference Example 4-d: Synthesis of the Compound (8-5) 

(3S)-3-amino-3-[4-(benzyloxy)phenyl]propionic acid benzyl ester hydrochloride 
(Compound (8-5)) 



Ten milliliters of a 17% ethanol chloride solution was added to an ethyl ester 
acetate (30 mL) solution of the Compound (8-4) (3.00 g) and agitated for three 
hours. The reaction solution was removed, (ethyl ester acetate : N-hexane = 1 : 
4) was added to the residue, and when filtering and drying after crystallization, 
2.46 g of the Compound (8-5) (yield 95.2%) was obtained. 

Mass m/z: 361 (M-36.5)*, 344, 270, 147, 121, 91 (base), 65 

IR (KBr): 3016,2908, 1725, 1581, 1512, 1299, 1245, 1 185 cm" 1 
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1 H-NMR (CDCb): 3.05 (dd, J=6.4 Hz, 18.3 Hz, 1H), 3.27 (dd, J=6.4 Hz, 16.8 
Hz, 1 H), 4.64 to 4.65 (m, 1 H), 4.94 to 5.03 (m, 4H), 6.89 (d, 
J=8.7 Hz, 2H), 7.15 to 7.41 (m, 12H), 8.77 to 8.78 (m, 3H) 



Reference Example 4-e: synthesis of the Compound (8-6) 
(4S)-4 -[4-(benzyloxy)phenyl]azetidine-2-on (Compound (8-6)) 



Water (1 5 mL) was added to an ethyl ester acetate suspension solution of the 
Compound (8-5) (6.48 g), and made into an alkali using 1M-K 2 C0 3 aqueous 
solution. Extracting with ethyl ester acetate (30 mL x 2), the extraction solution 
was rinsed with saturated saline solution (50 mL x 1 ), and dried with sodium 
sulfate anhydride. The solvents were removed; the residue was dissolved in 60 
mL of benzene. 3.6 mL of triethylamine and 2.7 mL of trimethylsilylchloride were 
added and agitated for 14 hours at room temperature. After celite filtering of the 
reaction solution and removal of the filter solution, the residue was dissolved in. 
65 mL of ether, 10.7 mL of 2M-t-butyl magnesium chloride - ether was added 
while icing and was agitated for 18 hours at room temperature. The reaction 
solution was iced, saturated ammonium chloride aqueous solution (50 mL), ethyl 
ester acetate (50 mL), and 10% HCI aqueous solution (50 mL) were added and 
agitated for one hour at room temperature. The organic layer was separated, 
and the water layer was further extracted using ethyl ester acetate (50 mL x 1 ). 
The combined organic layer was rinsed with water (50 mL x 1 ), saturated sodium 
bicarbonate water (50 mL x 1) and saturated saline solution (50 mL x 1), and was 
dried using sodium sulfate anhydride. The solvents were removed; the residue 
was purified using silica gel column chromatography (chloroform : acetone = 10 : 
1 ), and after rinsing the crystals obtained using ethyl ester acetate : hexane, 2.50 
g of the Compound (8-6) (yield 60.7%) was obtained when drying. 

Mass m/z: 253 (M + ), 162, 91 (base), 65 

IR (KBr): 3184, 1749, 1698, 1540, 1410, 1248, 1100 cm" 1 

1 H-NMR (CDCI3): 2.84 to 2.88 (ddd, J=1 .0 Hz, 2.4 Hz, 1 5.1 Hz, 1 H), 3.39 to 
3.44 (ddd, J=2.4 Hz, 5.4 Hz, 14.8 Hz, 1 H), 4.68 (dd, J=4.9 
Hz, 14.9 Hz, 1H), 5.08 (s, 2H), 6.09 (bs, 1H), 6.97 (dd, J=2.9 
Hz, 7.8 Hz, 2H), 7.28 to 7.44 (m, 7H) 
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Reference Example 4-f: synthesis of the Compound (8-26) 

(4S)-4 -[4-(benzyloxy)phenyl] -1-(4-fluorophenyl)azetidine-2-on (Compound (8- 
26)) 



Triethylamine (0.8 mL), 4-fluorophenylboronic acid (1.11 g), and 0.75 g of copper 
(II) acetate were added to a methylene chloride (10 mL) solution of the 
Compound (8-6) (1 .00 g), and reflux was conducted for 48 hours. The reaction 
solution was cooled to room temperature, and the methylene chloride was 
removed. The residue was dissolved in ethyl ester acetate (50 mL), and water 
(50 mL), and the ethyl ester acetate layer was separated. The water layer was 
further extracted using ethyl ester acetate (50 mL x 3), the combined ethyl ester 
acetate layers were rinsed with water (50 mL x 1), 10% HCI aqueous solution (50 
mL), saturated sodium bicarbonate water (50 mL x 1 ), and saturated saline 
solution (50 mL x1 ), and was dried with sodium sulfate anhydride. The solvents 
were removed, and after purifying the residue using silica gel column 
chromatography (benzene : ether = 12:1) and rinsing the residue obtained with 
ethyl ester acetate : hexane, 1.06 g of the Compound (8-26) (yield 77.3%) was 
obtained upon drying. 

Mass m/z: 347 (M + ), 256, 210, 137, 91 (base), 65 

IR (KBr): 1731, 1620, 1506, 1380, 1242 cm' 1 

1 H-NMR (CDCI 3 ): 2.93 (dd, J=3.0 Hz, 15.2 Hz, 1H), 3.52 (dd, J=5.4 Hz, 15.2 

Hz, 1H), 4.93 (dd, J=2.4 Hz, 5.4 Hz, 1H), 5.05 (s, 2H), 6.90 

to 6.99 (m, 4H), 7.24 to 7.43 (m, 9H) 

Reference Example 4-g: Synthesis of the Compound (8-27) 
(4S)-1-(4-fluorophenylH-(hydroxyphenyl) azetidine-2-on (Compound (8-27)) 
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0.20 g of 5% palladium-carbon was added to an ethyl ester acetate-methanol (50 
ml_) solution of the Compound (8-26) (2.00 g), and was agitated for nine hours at 
room temperature in an H 2 gas atmosphere. After the reaction solution was 
celite filtered and the filter solution removed, the residue was purified using silica 
gel column chromatography (chloroform : acetone = 10:1) and 
1.36 g of the Compound (8-27) (yield 91.9%) was obtained. 

Mass m/z: 257 (M + ), 214, 210 (base), 91 , 58 

IR (KBr): 3106, 1707, 1620, 1503, 1453, 1383, 1257, 1218 cm' 1 

1 H-NMR (CDCI 3 ): 2.93 (dd, J=2.4 Hz, 1 5.7 Hz, 1 H), 3.52 (dd, J=5.9 Hz, 1 5.2 
Hz, 1 H), 4.94 (dd, J=2.9 Hz, 5.4 Hz, 1 H), 5.22 (s, 1 H), 6.85 
(d, J=8.3 Hz, 2 H), 6.93 (s, J=8.8 Hz, 2 H), 7.23 to 7.27 (m, 
4H) 

Reference Example 4-h: Synthesis of the Compound (8-28) 

4-[(2S)-1 -(4-fluorophenyl)-4- oxoazetidine-2-yl]phenyltrifluoromethane sulfonate 
(Compound (8-28)) 



0.12 ml_ of pyridine, and 0.26 ml_ of trifluoromethane sulfonate anhydride were 
added to a suspension of the Compound (8-27) (0.35 g) in 10 ml_ of methylene 
chloride while icing, and the reaction solution was agitated for one hour. The 
reaction solution was poured into ice water (20 ml_), and extraction was 
conducted with ethyl ester acetate (30 ml_ x 2). The extraction solution was 
rinsed with 10% HCI aqueous solution (20 mL x 1), saturated sodium bicarbonate 
water (40 mL x 1 ) and saturated saline solution (30 mL x 1 ), and was dried using 
sodium sulfate anhydride. The solvents were removed, and when purifying the 
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residue using silica gel column chromatography (ethyl ester acetate : n-hexane - 
1 :3), 0.84 g of the targeted compound (Compound (8-28)) (yield 90.7%) was 
obtained. 

Mass m/z: 389 (M + ), 347, 252, 214, 186, 137, 119 (base), 69 

IR (KBr): 1734, 1509, 1416, 1383, 1248, 1212, 1 131 , 900 cm" 

1 H-NMR (CDCI 3 ): 2.94 (dd, J=2.5 Hz, 15.2 Hz, 1H), 3.16 (dd, J=5.9 Hz, 15.2 

Hz, 1 H), 5.04 (dd, J=2.5 Hz, 5.4 Hz, 1 H), 6.98 (t, J=8.8 Hz, 
2H), 7.21 to 7.25 (m, 2H), 7.31 (dd, J=2.0 Hz, 6.8 Hz, 2H), 
7.45 (dd, J=2.2 Hz, 6.8 Hz, 2H) 

Reference Example 4-i: Synthesis of the Compound (8-29) 

(4S)-4-[4-({2S, 5S, 3R, 4R, 6R}-6-[(benzyloxy)methyl]-3,4,5- 
tribenzyloxy)perhydro-2H-pyran-2-yl}methyl)phenyl]-1-(4-fluorophenyl)azetidine- 

2-on (Compound (8-29)) 



0.5 M-9-BBN/THF (3 mL) solution was added to 4.1 mLof a THF solution with the 
Compound (8-28) (0.32 g), and reflux was conducted for six hours. The reaction 
solution was cooled to room temperature, 3M-K 3 P0 4 aqueous solution (0.6 mL), 
4.7 mL of THF, 0.22 g of the compound obtained in Reference Example 4-h, and 
0.042 of PdCI 2 (dppf) were added, and the reaction solution was agitated for 16 
hours at 50° C. Water (30 mL) and ethyl ester acetate (30 mL) were added to 
the reaction solution; celite filtering was conducted; and the filter solution was 
extracted using ethyl ester acetate (30 mL x 2). The extraction solution was 
rinsed with water (30 mL x 2), an saturated saline solution (30 mL x 1), and was 
dried using sodium sulfate anhydride. The solvents were removed, and when 
purifying using silica gel column chromatography (ethyl ester acetate : n-hexane 
= 1 :4), 0.209 g of the Compound (8-29) (yield 45.4%) was obtained. 

Mass (ESI) m/z: 800 (M+Na(23)) + 

IR (KBr): 2896, 1746, 1509, 1377, 1095, 1068, 750 cm 1 

1 H-NMR (CDCI3): 2.69 to 2.75 (dd, J=7.8 Hz, 14.2 Hz, 1 H), 2.89 (dd, J=2.5 Hz, 

15.1 Hz, 1H), 3.12 (dd, J=1.5 Hz, 14.2 Hz, 1H), 3.30 to 3.37 
(m, 2H), 3.46 to 3.53 (m, 2H), 3.59 to 3.74 (m, 8H), 4.45 to 
4.64 (m, 4H), 4.81 to 4.94 (m, 5H), 6.90 (t, J=8.8 Hz, 2H), 
7.19 to 7.35 (m, 26H) 



72 



Reference Example 4-j: Synthesis of the Compound (8-30) 

3-{(4S, 3R)-4-[4-({2S, 5S, 3R, 4R, 6R}-6-[(benzyloxymethyl)-3,4,5- 
tribenzyloxy)perhydro-2H-pyran-2-yl]methyl)phenyl]-1-(4-fluorophenyl) 

oxyazetidine-3-yl}propionic acid methyl ester (Compound (8-30)) 



2M-LDA/heptane-THF (1 .3 mL) was diluted with 3 mL of THF, and a THF (1 .5 
ml_) solution with 1 .00 g of the Compound (8-29) was added at -78° C and 
agitated for one hour. THF (2 mL) solution with .0.132 g of methyl acrylate was 
then added, and agitated for 0.5 hours. Saturated ammonium chloride water (30 
mL) was added, and the reaction solution was returned to room temperature. 
Extraction was conducted with ethyl ester acetate (60 mL x 2). After rinsing the 
extraction solution with saturated saline solution (50 mL x 1) and drying using 
sodium sulfate anhydride, the solvents were removed. When purifying the 
residue using silica gel column chromatography (ethyl ester acetate : n-hexane = 
1:4), 0.793 g of the Compound (8-30) (yield 71.8%) was obtained. 

Mass (ESI) m/z: 864(M+1) + 

IR (KBr): 2854, 1740, 1509, 1452, 1362, 1215, 1140, 1098 cm" 1 

1 H-NMR (CDCI 3 ): 2.19 to 2.23 (m, 2H), 2.47 to 2.59 (m, 2H), 2.72 (dd, J=8.8 

Hz, 14.6 Hz, 1 H), 3.04 to 3.1 3 (m, 2H), 3.30 to 3.37 (m, 2H),. 

3.42 to 3.48 (m, 1H), 3.64 (s, 3H), 3.61 to 3.74 (m, 4H), 4.47 

to 4.63 (m, 5H), 4.81 to 4.94 (m, 4H), 6.90 (t, J=8.8 Hz, 2H), 

7.15 to 7.35 (m, 26H) 

Reference Example 4-k: Synthesis of the Compound (8-31 ) 

(4S, 3R)-4-[4-({(2S, 5S, 3R, 4R, 6R}-6-[(benzyloxy)methyl]-3,4,5- 
tribenzyloxy)perhydro-2H-pyran-2-yl]methyl)phenyl]-1-(4-fluorophenyl)-3-[3-(4- 

fluorophenyl)-3-oxopropyl] azetidine-2-on (Compound (8-31)) 
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Five milliliters of water and LiOH-H 2 0 (0.084 g) were added to a THF-MeOH (20 
mL) solution with 1.75 g of the Compound (8-30), and the reaction solution was 
agitated for four hours at room temperature. The acidity was adjusted with 10% 
HCI aqueous solution, and the adjusted solution was dried using ethyl ester 
acetate (30 mL x 3). The solvents were removed, the residue was purified using 
short pass silica gel column chromatography (ethyl ester acetate : n-hexane = 
1:1), and the polarized substance was removed. The residue obtained was used 
as is for the following reactions. 

A methylene chloride solution (0.84 mL) of 2M-oxolyl chloride was added to a 
methylene chloride (8.4 mL) solution of the residue, and after agitating for 16 
hours at room temperature, the solvents were removed and a crude acid chloride 
was obtained. 

A piece of iodine was added to a THF (1 mL) suspension of magnesium (0.084 
g), and [the concentration of iodine dissolved in the suspension of magnesium] 
was adjusted by a slight amount of reflux. A THF (8 mL) solution of 4- 
bromofluorobenzene (0.47 g) was added, and reflux was conducted for 30 
minutes. A THF solution of a previously prepared Grignard reagent was added 
while icing to a THF (8 mL) suspension of 0.368 g of zinc chloride, which had 
been dried for two hours at an external temperature of 100° C under reduced 
pressure, and the reaction solution was agitated for one hour at room 
temperature. Then, after adding Pd(Ph 3 P) 4 (0.068 g) at 10° C and agitating for 
five minutes, a THF (7 mL) solution of the acid chloride was added, and the 
reaction solution was agitated for one hour at room temperature. 10% HCI 
aqueous solution (20 mL) was added to the reaction solution. Extraction was 
conducted with ethyl ester acetate (50 mL x 2), the extraction solution was rinsed 
with water (50 mL x 2) and saturated saline solution (50 mL x 1 ), and was dried 
using sodium sulfate anhydride. The solvents were removed, and when purifying 
the residue using silica gel column chromatography (ethyl ester acetate : n- 
hexane = 1:5), 0.910 g of the Compound (8-31) (yield 73.7%) was obtained. 

Mass (ESI) m/z: 551 (M+Na(23)+1) + 

IR(KBr): 2920, 1746, 1690, 1610, 1310, 1280, 1240, 1 100 cm" 1 
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1 H-NMR (CDCI3): 2.23 to 2.42 (m, 2H), 2.72 (dd, J+8.8 Hz, 14.7 Hz, 1 H), 3.09 
to 3.74 (m, 11H), 4.46to4.63 (m, 4H), 4.66 (d, J=2.5 Hz, 
1 H), 4.81 to 4.94 (m, 4H), 6.91 (J=8.8 Hz, 2H), 7.1 1 (t, J=8.3 
Hz, 2H), 7.33 to 7.89 (m, 26H), 7.96 to 8.00 (m, 2H) 

Embodiment 5 

(4S, 3R)-4-(4-{[(2S, 5S, 3R, 4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl) 
perhydro-2H-pyran-2-yl}methyl}phenyl]-1-(4-fluorophenyl)-3-[3-(4-fluorophenyl)- 

3-oxopropyl]azetidine-2-on (Compound (26)) 



1M-BBr3/methylene chloride solution (1.8 mL) was added to a methylene chloride 
(5.4 mL) solution with the Compound (8-31) (0.27 g) at -78° C, and the reaction 
solution was agitated for one hour. The reaction solution was poured into ice 
water (30 mL), and extraction was conducted using chloroform (30 mL x 3). The 
extraction solution was rinsed using water (50 mL x 1), saturated sodium 
bicarbonate water (50 mL x 1), and saturated saline solution (50 mL x 1 ), and 
was dried using sodium sulfate anhydride. The solvents were removed, and 
when purifying the residue using silica gel column chromatography (chloroform : 
methanol = 8:1), 0.147 g of the Compound (8-26) (yield 89.1%) was obtained. 

Mass (ESI) m/z: 568(M+1) + 

IR (KBr): 3400, 2902, 1737, 1680, 1596, 1506, 1386, 1224, 1152, 

1134,1086 cm 1 

1 H-NMR (CD3OD): 2.28 to 2.34 (m, 2H), 2.74 (dd, J=8.3 Hz, 14.6 Hz, 1H), 3.09 
to 3.39 (m, 10H), 3.64 (dd, J=5.3 Hz, 1 1 .7 Hz, 1 H), 3.78 (dd, 
J=2.4 Hz, 1 1 .7 Hz, 1 H), 4.95 (d, J=2.4 Hz, 1 H), 7.01 to 7.05 
(m, 2H), 7.22 to 7.26 (m, 2H), 7.27 to 7.38 (m, 6H), 8.06 to 
8.10 (m, 2H) 

Embodiment 6 

3-[3(S)-3-(4-fluorophenyl)-3-hydroxypropyl-(4S, 3R)-4-(4-{[(2S, 5S, 3R, 4R, 6R)- 
3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2-pyran-2-yl]methyl}phenyl)-1-(4- 

fluorophenyl)azetidine-2-on (Compound (22)) 
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After dissolving the Compound (8-32) (0.061 g) in methylene chloride (0.6 mL) at 
-20° C, a methylene chloride (2.8 mL) solution of the Compound (26) (0.115 g) 
was added, and the reaction solution was agitated for two hours. Then, 2 mL of 
ethanol was added, and the solution was agitated for one hour at room 
temperature. Ethyl ester acetate (30 mL) and 10% HCI aqueous solution (30 mL) 
were added, and extraction was conducted using ethyl ester acetate (30 mL x 3). 
The extraction solution was rinsed using water (30 mL x 3) and saturated saline 
solution (50 mL x 1 ) and was dried using sodium sulfate anhydride. The solvents 
were removed, and when purifying the residue using silica gel column 
chromatography (chloroform : methanol = 10:1), 0.089 g of the Compound 22 
(yield 77.1%) was obtained. 

Mass (ESI) m/z: 570(M+1) + 

IR (KBr): 3370, 2902, 1 725, 1 506, 1 389, 1218,1 083, 1011 cm 1 

1 H-NMR (CD 3 OD): 1 .88 to 1 .99 (m, 4H), 2.76 (dd, J=8.3 Hz, 14.2 Hz, 1 H), 3.09 
to 3.40 (m, 7H), 3.64 (dd, J=5.4 Hz, 11.5 Hz, 1H), 3.79 (dd, 
J=2.0 Hz, 1 1 .7 Hz, 1 H), 4.65 (dt, J=4.8 Hz, 6.4 Hz, 1 H), 4.85 
(d, J=2.0 Hz, 1H), 7.00 to 7.09 (m, 4H), 7.29 to 7.40 (m, 8H) 

Embodiment 7 

Synthesis of the Compound (8-33) 

(4S, 3R)-4-[4-{(2S, 5S, 3R, 4R, 6R)-6-[(benzyloxy)methyl]-3,4,5- 
trihydroxy)perhydro-2H-pyran-2-yl]methyl}phenyl)-1-(4-fluorophenyl)-3-[(2E)3-(4- 
fluorophenyl)-3-propenyl]azetidine-2-on (Compound (8-33)) 
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2M-LDA/heptane-THF (0.6 mL) was diluted with THF (1 .5 mL), added to 3 mL of 
a THF solution with 0.336 g of the Compound (8-29) at -78° C, and agitated for 
30 minutes. Then, 1 .8 mL of DMPU (1 ,3-dimethyl-3,4,5,6-tetrahydro-2(1 H)- 
pyrimidinone) was added and agitated a further 30 minutes. After adding 1 .5 mL 
of THF solution with 0.1 1 1 g of 4-fluorocinnamylbromide to the reaction solution 
and agitating for 30 minutes, saturated ammonium chloride solution (30 mL) was 
added, and the reaction solution was returned to room temperature. Extraction 
was conducted using ethyl ester acetate (50 mL x 2). The extraction solution 
was rinsed using water (50 mL x 3) and saturated saline solution (50 mL x 1 ) and 
was dried using sodium sulfate anhydride. The solvents were removed, and 
when purifying the residue using silica gel column chromatography (ethyl ester 
acetate : n-hexane = 1 :5), 0.253 g of the Compound (8-33) (yield 64.4%) was 
obtained. 

Mass (ESI) m/z: 934 (M+Na(23)) + 

IR (KBr): 2890, 1746, 1509, 1383, 1359, 1224, 1137, 1098 cm" 1 

1 H-NMR (CDCI 3 ): 2.63 to 2.88 (m, 3H), 3.12 (dd, J=1.9 Hz, 14.7 Hz, 1H), 3.20 
to 3.38 (m, 4H), 3.47 to 3.48 (m, 1 H), 3.59 to 3.74 (m, 5H), 
4.45 to 4.63 (m, 4H), 4.65 (d, J=2.4 Hz, 1 H), 4.81 to 4.94 (m, 
4H), 6.12 (dt, J=6.8 Hz, 14.6 Hz, 1H), 6.45 (d, J=14.7 Hz, 
1H), 6.90 (t, J=8.8 Hz, 2H), 6.95 (t, J=8.7 Hz, 2H), 7.14 to 
7.35 (m, 28H) 

Embodiment 8 

Synthesis of Compound (25) 

4-(4-{[(5S, 2R, 3R, 4R, 6R)-3,4,5-trihydroxy-6-(hydroxymethyl)perhydro-2H- 
pyran-2-yl]methyl}phenyl)-(4S, 3R)-1 -(4-fluorophenyl)-3-[3-(4- 
fluorophenyl)propyl]azetidine-2-on (Compound (25)) 
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0.1 15 g of 5% palladium-carbon was a methanol-THF (10 mL) solution with the 
Compound (8-33) (0.23 g), and agitated for five hours at room temperature in a 
hydrogen gas atmosphere. After celite filtering of the reaction solution and 
removal of the solvents, the residue was purified using silica gel column 
chromatography (chloroform : methanol = 9:1), and when using ether/hexane to 
crystallize the oily substance obtained, 0.1 13 g of the Compound 25 (yield 
81.1%) was obtained. 

Mass (ESI) m/z: 554(M+1) + 

IR (KBr): 3394, 2908, 1737, 1506, 1386, 1218, 1089 crrf 1 

1 H-NMR (CD 3 OD): 1 .88 to 1 .95 (m, 4H), 2.66 (t, J=7.3 Hz, 2H), 2.75 (dd, J=8.3 

Hz, 14.2 Hz, 1H), 3.09 to 3.40 (m,7H), 3.64 (dd, J=5.8 Hz, 
1 1 .7 Hz, 1 H), 3.78 (dd, J=2.5 Hz, 1 1 .7 Hz, 1 H), 4.91 (d, 
J=2.0 Hz, 1 H), 6.97 to 7.04 (m, 4H), 7.18 to 7.33 (m, 6H), 
7.38 (d, J=8.3 Hz, 2H) 

Reference Example 5-a: Method of synthesizing the Compound (1 1 -3) 

5-(4-aza-10,10-dimethyl-3-dioxo-3-thiatricyclo[5,2,1 ,01 , 5]decan-4-yl)-5- 
oxopentane methyl ester acid (Compound (11-3)) 



After sodium hydroxide (0.182 g) was added to a toluene (14 mL) solution with 
(R)-(+)2,10-camphor sultam (0.89 g) while icing and then agitating for 20 minutes 
at room temperature, methyl-5-chloro-5-oxo-valerate (0.816 g) was added and 
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agitated for one hour at room temperature. The reaction solution was poured 
into saturated ammonium chloride water (40 ml_), and extraction was conducted 
using ethyl ester acetate (50 mL x 2). The extraction solution was rinsed using 
saturated saline solution (50 mL x 1), and this was dried using sodium sulfate 
anhydride. The solvents were removed and when purifying the residue using 
silica gel column chromatography (chloroform : acetone = 40:1) and (ethyl ester 
acetate : n-hexane = 1:2), 1.30 g of the Compound 11-3 (yield 91.8%) was 
obtained. 

Mass m/z: 343 (M + ), 31 2, 279, 1 29 (base), 1 01 

IR (KBr): 2944, 1720, 1689, 1440, 1413, 1389, 1335, 1215, 1050 cm' 1 

1 H-NMR (CD 3 OD): 0.97 (s,3H), 1.16 (s,3H), 1.35 to 1.41 (m, 2H), 1.87 to 2.12 
(m, 7H), 2.39 (t, J=8.3 Hz, 2H), 2.78 (t, J=7.4 Hz, 2H), 3.46 
(q, J=4.4 Hz, 2H), 3.67 (m, 3H), 3.85 to 3.88 (m, 1H) 

Reference Example 5-b: Method of synthesizing the Compound (1 1 -1 0) 

(4R)_4-{(1 s) (4-bromophenyl[(4-fluorophenyl)amino]methyl)-5- (4-aza-10,10- 
dimethyl-3-dioxo-3-thiatricyclo[5,2,1,01, 5]decan-4-yl)-5-oxopentane methyl ester 
acid (Compound (11-10)) 



Ti(OiPr) 4 (0.2 mL) was added to a methylene chloride (10 mL) solution of TiCI 4 
(0.23 mL) while icing, and was agitated for 15 minutes. A methylene chloride 
(3.5 mL) solution with 0.65 g of the Compound (1 1-3) was added and agitated for 
five minutes. Then, after agitating diisopropylethylamine (0.72 mL) for one hour, 
this was cooled to -20° C, a methylene chloride (3.5 mL) solution with 1 .1 5 g of 
(1z)-aza-2-(4-bromophenyl)-1-(4-fluorophenyl) ether was added and agitated for 
three hours. Acetate-methylene chloride (1 mL + 5 mL) was added to the 
reaction solution, and returned to room temperature. A 10% hydrochloric acid 
aqueous solution (30 mL) was added, and extraction was conducted using ethyl 
ester acetate (50 mL x 2). The extraction solution was rinsed using water (50 mL 
x 1), saturated sodium bicarbonate water (50 mL x 1) and saturated saline 
solution (50 mL x 1), and was dried using sodium sulfate anhydride. The 
solvents were removed, and when purifying the residue using silica gel column 
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chromatography (chloroform : acetone = 50:1 1 ) and (ethyl ester acetate : n- 
hexane = 1:2), 0.708 g of the Compound (11-10) (yield 61.1%) was obtained. 



Mass m/z: 622 (M+2)\ 620 (M + ), 343, 278, 200, 135, 95 

IR (KBr): 3376, 2944, 1734, 1683, 1509, 1437, 1269, 1131, 1059, 

1008 cm- 1 

*H-NMR (CDCI 3 ): 0.95 (s, 3H), 0.95 (s, 3H), 1 .24 to 1 .39 (m, 2H). 1 .60 to 2.04 

(m, 5H), 2.28 to 2.33 (m, 2H), 3.45 to 3.57 (m, 3H), 3.62 (s, 
3H), 3.79 to 3.91 (m, 1H), 4.56 (t, J=9.3 Hz, 1H), 4.95 (d, 
J=10.2 Hz, 1H), 6.34 to 6.38 (m, 2H), 6.71 to 6.76 (m, 2H), 
7.17 (d, J=8.3 Hz, 2H), 7.41 (d, J=8.3 Hz, 2H) 

Reference Example 5-c: Method of synthesizing the Compound (11-11) 

3-[(4S, 3R)-4-(4-bromophenyl)-1-(4-fluorophenyl)-2-oxoazetidine-3-yl]propionic 
acid methyl ester (Compound (11-11 )) 



0.41 ml_ of N, 0-bis(trimethyl)silylacetamide (BSA) was added to a toluene (10 
mL) solution with 0.52 g of the compound (1 1 -10) at 50° C and agitated for 30 
minutes. 1M-tetra-n-butylammoniumfluoride/tetrahydrofuran (0.84 ml_)was 
added and agitated for three hours at 50° C. After cooling the reaction solution to 
room temperature, adding methanol (1 mL) and agitating for five minutes, 10% 
hydrochloric acid aqueous solution (15 mL) was added, and extraction was 
conducted using ethyl ester acetate (50 mL x 2). The extraction solution was 
rinsed with water (50 mL x 1), saturated sodium bicarbonate water ((50 mL x 1) 
and saturated saline solution (50 mL x 1), and dried using sodium sulfate 
anhydride. The solvents were removed, and when purifying the residue using 
silica gel column chromatography (ethyl ester acetate : n-hexane = 1 :3), 0.227 g 
of the Compound (11-11) (yield 66.7%) was obtained. 

Mass m/z: 407 (M+2) + , 405 (M + ), 270, 208, 1 69, 1 29 (base), 95 

IR (KBr): 2938, 1758, 1503, 1440, 1371, 1233, 1101 cm" 1 

1 H-NMR (CDCI3): 2.21 to 2.56 (m, 2H), 2.49 to 2.61 (m, 2H), 3.08 to 3.12 (m, 

1H), 3.67 (s, 3H), 4.66 (d, J=2.5 Hz, 1H), 6.92 to 6.97 (m, 
2H), 7.18 to 7.22 (m, 4H), 7.51 (dd, J=1 .9 Hz, 6.3 hz, 2H) 
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Reference Example 6: Synthesis of the Compound (12-4) 

3-{[(4S, 3R)-4-[4-(3-{(2S, 5S, 3R, 4R, 6R)-6-(benzyloximethyl)-3,4,5- 
(tribenzyloxy)perhydro-2H-pyran-2-yl}-1-propene)phenyl]-1-(4-fluorophenyl) 
oxoazetidine-3-yl]propionic acid methyl ester (Compound (12-4)) 



575 mg of the Compound (1 1-1 1 ) and 1 . 2 g of 3-(2,3,4,6-tetra-o-benzyl-p-D- 
glucopyranosyl)-1-propene was dissolved in trimethyl amine (5 ml_), tri-o- 
trylphosphine (43 mg) and palladium acetate (16 mg) were added in an Ar 
atmosphere, and agitated for 13 hours at 100° C. After returning to room 
temperature and filtering out the insolubles, the filter solution was diluted with 
ethyl ester acetate (50 ml), rinsed with 10% hydrochloric acid and saturated 
saline solution, and dried using sodium sulfate anhydride. The solvents were 
removed, and when purifying the residue using silica gel column chromatography 
(ethyl ester acetate : n-hexane = 1:4), 1.1 g of the Compound (12-4) (yield 
87.0%) was obtained. 

Mass (ESI) m/z: 890(M+1) + 

IR(neat): 3016,2896, 1741, 1503, 1371, 1215,1092,831,747 cm- 1 

1 H-NMR(CDCI 3 ): 2.23 (q, J=7.8 Hz, 2H), 2.44 to 2.60 (m, 4H), 3.11 (m, 1H), 

3.33 to 3.44 (m, 3H), 3.58 to 3.75 (m, 4H), 3.66 (s, 3H), 4.54 : 
to 4.94 (m, 9H), 6.38 (m, 2H), 6.91 to 7.32 (m, 28H) 

The compound obtained is a synthesis intermediate for obtaining the General 
Formula (I) following Reference Examples 4-(l), 0), (k) and Embodiments 5, 6, 7, 
and 8. 

Reference Example 7: Synthesis of the Compound (50) 

(4S, 3R)-3-[(3S)-3-(4-fluorophenyl)-3-hydroxypropyl]-4-(4-{[(2S, 5S, 3R, 4R, 6R)- 
3,4,5- trihydroxy-6-(hydroxymethyl)perhydro-2H-pyran-2-yl]methoxypropyl-3- 
yl}phenyl-1-(4-fluorophenyl)azetidine-2-on (Compound (50)) 
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A DMF (3 mL) solution with 62 mg of 2,3,4,6-o-tetrabenzyl-1-deoxy-B-D- 
glucopyranosyl methanol was added while icing to a DMF (1 mL) suspension 
with 4.5 mg of sodium hydride, and was agitated for 20 minutes. A DMF (3 mL) 
solution with 57 mg of (4S, 3R)- 4-[4-(3-bromopropyl)phenyl]-3-[(3S)-(4- 
fluorophenyl)-3-hydroxypropyl]-2-azetidine-2-on, was added and was agitated for 
two hours at room temperature. The reaction solution was poured into ice water 
(20 mL), and extraction was conducted using ethyl ester acetate (30 mL x 2). 
The extraction solution was rinsed using water (30 mL x 2) and saturated saline 
solution (40 mL x 1), and was dried using magnesium sulfate anhydride. The 
solvents were removed, the residue was made into a THF (5 mL)-MeOH (5 mL) 
solution, 50 mg of 5% palladium-carbon was added and agitated for nine hours at 
room temperature in an H 2 gas atmosphere. After filtering the reaction solution 
and removing the filter solution, the residue was purified using silica gel column 
chromatography (chloroform : methanol = 10:1), and 43 mg of the Compound 
(50) (yield 61 .2%) was obtained. 

Mass (ESI) m/z: 628(M+1) + 

IR (KBr): 3388, 2902, 1734, 1509, 1389, 1218, 1080 

1 H-NMR (CD 3 OD): 1.87 to 1.97 (m, 6H), 2.73 (t, J=7.4 Hz, 2H), 3.10 to 3.15 (m, 

1 H), 3.12 to 3.39 (m, 5H), 3.52 to 3.57 (m, 2H), 3.53 to 3.69 

(m, 2H), 3.78 (dd, J=2.0 Hz, 10.7 Hz, 1H), 3.87 (dd, J=1.0 
Hz, 10.5 Hz, 1H), 4.64 (bt. 1H), 4.85 (d, J=2.5 Hz, 1H), 7.00 
to 7.09 (m, 4H), 7.27 to 7.37 (m, 6H) 

Embodiment 9 

(4S)-4-(4-{[2S, 5S, 3R, 4R, 6R]-6-(benzyloxy)methyl-3,4,5-tribenzyloxy}perhydro- 
2H-pyran-2-yl)ethyl-phenyl)-1-phenyl-azetidine-2-on (Compound (19-9) 
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Reference Example 8-a: Synthesis of the Compound (1 9-6) 
(3R)-3-(4-bromophenyl)-3-hydroxy-N-phenylpropane amide (Compound (19-6)) 



RuCI2 [(S)-BINAP] (dichloro[S]-(-)2,2'bis-(diphenylphosphino)-1,1'-binaphthyl) 
ruthenium (II) catalyst (12 mg) was added to an ethanol-methylene fluoride 
solution (3:1 , 4 ml_) of 3-(4-bromophenyl)-3-oxo-N-phenylpropane amide (950 
mg), and was agitated for six hours while allowing a catalytic asymmetric hydride 
reaction to occur at 100° C, 5 At (under a hydrogen gas flow). After cooling the 
reaction solution to room temperature, when enriching, filtering out deposited 
crystals and drying, 725 mg of the Compound (19-6) (yield 76%, asymmetric 
yield 99% e.e.) was obtained. 

m.p. = 210 to 212° C 

[a] D : +33.0(C=1.0,THF) 
Mass (m/z): 319(M + ), 183, 157, 135, 93(BP)65 

IR(KBr): 3316, 1614, 1599, 1530, 1443, 1368, 1065, 693 cm 1 

1 H-NMR(DMSO): 2.69 (dd, J=4.4 Hz, 14.2 Hz. 1H), 2.77 (dd, J=8.8 Hz, 14.2 

Hz, 1H), 5.16 (n, 1H), 5.69 (d, J=4.4 Hz, 1H), 7.14 (t, J=7.3 
Hz, 1H), 7.40 (d, J=7.8 Hz, 2H), 7.46 (d, J=8.3 Hz, 2H), 7.64 
(d, 8.3 Hz, 2H), 7.69 (d, J=7.8 Hz, 2H) 
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Reference Example 8-b: Synthesis of the Compound (19-7) 
(4S)-4-(4-bromophenyl)-1-phenyl-azetidine-2-on (Compound (19-7)) 



A THF solution (3 mL) of DIAD (diisopropylazodicarboxylate) (0.67 ml_) and of 
PPh3 (479 mg) were titrated into a THF solution (7 mL) with the Compound (19- 
6) (500 mg) at -78° C. After slowly raising the temperature of the reaction 
solution up to room temperature, agitation was continued another four hours. 
The reaction solution was enriched, and when purifying using silica gel column 
chromatography (hexane : ethyl ester acetate = 5:1 -> 2:1), 260 mg of the 
Compound (19-7) (yield 55.2%) was obtained. 

m.p. = 113 to 115° C 

[a] D : -146.0 (C=1 .0, CHCI 3 ) 

Mass (m/z): 301 (M + ), 260, 1 84, 1 03, 77 (BP) 

IR(KBr): 1728, 1599, 1485, 1377, 1149, 828, 750 cm 1 

1 H-NMR(CDCI 3 ): 2.91 (dd, J=2.9 Hz, 15.1 Hz, 1H), 3.56 (dd, J=5.4 Hz, 15.1 

Hz, 1 H), 4.98 (dd, J=2.4 Hz,5.9 Hz, 1 H), 7.04 to 7.52 (m,9H) 

Synthesis of Compound (19-9) 
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Compound (19-8) (1.0 g) was added to a THF-HMPA solution (3:1, 4 ml_) with 
Zn(Cu) (106 mg), and thermal reflux was conducted for three hours. After adding 
palladium acetate (1.7 mg), and 2-(di-tert-butylphophino)biphenyl (4.4 mg) to the 
reaction solution at 0° C and agitating for five minutes, the Compound (19-7) 
(223 mg) was added. After cooling the reaction solution to room temperature, 
10% hydrochloric acid aqueous solution (50 ml_) and ethyl ester acetate (30 ml_), 
the insolubles were filtered. The filter solution was extracted was using ethyl 
ester acetate (50 mL x 2), rinsed with saturated saline solution (50 ml_), and dried 
using sodium sulfate anhydride. The solvents were removed, and when purifying 
using silica gel column chromatography (ethyl ester acetate : hexane = 1:4), 480 
mg of the Compound (19-9) was obtained as a colorless crystal (yield 84.3%). 



m.p. = 95 to 97° C 

[a] D : -61.2(C=1.0,CHCI 3 ) 
ESI-MS(m/z): 796 (M+Na) + , 774 (M+1 ) + 

IR(KBr)- 2854, 1749, 1599, 1497, 1452, 1371, 1212, 1068 cm 1 

1 H-NMR(CDCI 3 ): 1.71 to 1.75 (m, 1H), 2.04-2.10 (m, 1H), 2.63 to 2.74 (m, 

1H), 2.81 to 2.87 (m, 1H), 2.94 (dd, J=2.4 Hz, 15.1 Hz, 1H), 
3.18 to 3.22 (m, 1H), 3.29 (t, J=1 3.1 Hz, 1H), 3.36 to 3.40 ... 
(m, 1 H), 3.53 (dd, J=5.9 Hz, 1 5.1 Hz, 1 H), 3.59 to 3.75 (m, 
4H), 4.55 to 4.66 (m, 4H), 4.80 to 4.88 (m, 4H), 4.96 to 4.98 
(m, 1H), 7.02 (t, J=6.8 Hz, 1H), 7.14 to 7.37 (m, 28H) 



Possibility of industrial utilization 

New p-lactam compounds of the present invention having C-saponins in the 
molecule, which are stable in relation to metabolism based on glucocidase, and 
hydrolosis by bases or acids, have a strong serum cholesterol-lowering action, 
and are useful as serum cholesterol-lowering agents. 
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Claims 



1 . A compound or a pharmaceutical^ permissible salt thereof indicated by 
the General Formula (I) 



[In the formula, Ai, A 3 , and A4 are groups indicated by hydrogen atoms, halogen, 
C1 to C 5 alkyl groups, d to C 5 alkoxy groups, -COOR1, groups indicated by the 
following formula (b): 



(In the formula, R1 is a hydrogen atom, C1 to C 5 alkyl groups.), or 
groups indicated by the following formula (a): 



[In the formula, R 2 is a -CH 2 OH group, a -CH 2 OC(0)-Ri group, or a -CO2-R1 
group; R 3 is a -OH group or-OC(0)-Ri group; R4 is a -(CH 2 ) k R 5 (CH 2 ) r (Here, k 
and I are 0 or integers of 1 or more, and k+l is an integer of 10 or less.); and R 5 
expresses a bond, which is a single bond (-), -CH=CH-, -OCH 2 -, a carbonyl 
group, or-CH(OH)-.] Any one of Al A 3 , and A4 must always be a group 
indicated by the aforementioned formula (a). 
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A 2 is a Ci to C 5 alkyl chain, a d to C 5 alkoxy chain, a Ci to C 5 alkenyl chain, a Ci 
to C 5 hydroxyalkyl chain, or a Ci to C 5 carbonylalkyl chain. 

n, p, q, and r represent integers of 0, 1 , or 2.]. 

2. A manufacturing method of a compound or a pharmaceutical^ permissible 
salt thereof indicated by the General Formula (I), wherein 

a compound indicated by the General Formula (II) 



(In the formula, Ai, A 2 , R3 and p are the same as described above, X is a free 
group such as halogen, or an optically active sultam derivative.), and 

a compound indicated by the General Formula (III) 



(In the formula, A3. A4, R3. n, q and r are the same as described above.) 

are allowed to undergo a Staudinger reaction or a Mannich reaction. 

3. A manufacturing method of a compound or a pharmaceutical^ permissible 
salt thereof indicated by the General Formula (I), wherein 

a compound indicated by the General Formula (IV) 
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(In the formula, n, q, r, A 3 , A4, and R 3 are the same as described above.), and 
a compound indicated by the General Formula (V) 



(In the formula, Ai, A 2 , p, X and R 3 are the same as described above.) 
are allowed to react in the presence of a base. 

4. A manufacturing method of a compound or a pharmaceutical^ permissible 
salt thereof indicated by the General Formula (I), wherein a cyclization reaction is 
conducted with a compound indicated by the General Formula (VI) 
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(In the formula, n, p, q, r, Ai, A 2 . A 3 , At, and R 3 are the same as described 
above.) 

5. A manufacturing method of a compound or a pharmaceutically permissible 
salt thereof indicated by the General Formula (VII) 



(In the formula, Ai, A 2 , A4, R 3 , n, p, q, and r, are the same as described above. 
R 7 is a single bond (-), 1 CH=HC-, or -OCH 2 . k is an integer of 1 or more; I is 0 or 
an integer of 1 or more; and k+l is an integer of 10 or less.), 

wherein a coupling reaction is allowed between a compound indicated by the 
General Formula (VIII) 



(In the formula, Ai, A 2 , A4, R3, n, p, q, and r are the same as described above. Z 
expresses a free group such as a halogen atom or a triflate group, and k is 0 or 
an integer of 1 to 10.) and 

a compound indicated by the General Formula (IX) 
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(In the formula, R 2 and R 3 , are the same as described above, and R 6 expresses 
a halogen atom, -CH=CH 2 , or-CH20H.). 

6. A serum cholesterol-lowering agent containing a compound or a 
pharmaceutical^ permissible salt thereof indicated by the General Formula (I). 

7. A serum cholesterol-lowering agent based on concomitant use of a 
compound indicated by the General Formula (I) and a p-lactamase inhibiter. 
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Corrected Claims 



[Accepted on July 15, 2002 (15.07.02) by the International Office: Claim 1 of the 
present application was corrected. The other claims were not changed. (2 
pages)] 

1 . A compound or a pharmaceutical^ permissible salt thereof indicated by 
the General Formula (I) 



[In the formula, A^, A 3 , and A4 are groups indicated by hydrogen atoms, halogen, 
C1 to C 5 alkyl groups, C1 to C 5 alkoxy groups, -COOR1, groups indicated by the 
following formula (b): 



Substitute paper (Provision 26) 
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(In the formula, Ri is a hydrogen atom, d to C 5 alkyl groups.), or 
groups indicated by the following formula (a): 



[In the formula, R 2 is a -CH 2 OH group, a -CH 2 OC(0)-Ri group, or a -CO2-R1 
group. R 3 is a -OH group or -OC(0)-Ri group. R4 is a -(CH 2 ) k R 5 (CH 2 ) r group 
(Here, k and I are 0 or integers of 1 or more, and k+l is an integer of 10 or less.). 
Moreover, R 5 expresses a bond, which is a single bond (-), -CH=CH-, -OCH 2 -, a 
carbonyl group, or -CH(OH)-), and R4 is a carbon atom to carbon atom bond and 
is bonded to a tetrahydropyran ring. Any one of A1, A 3 , and A4 must always be a 
group indicated by the aforementioned formula (a). 

A 2 is a d to C 5 alkyl chain, a d to C 5 alkoxy chain, a C1 to 05 alkenyl chain, a Ci 
to C 5 hydroxyalkyl chain, or a C1 to C 5 carbonylalkyl chain. 

n, p, q, and r represent integers of 0, 1 , or 2.]. 

2. A manufacturing method of a compound or a pharmaceutically permissible 
salt thereof indicated by the General Formula (I), wherein 

a compound indicated by the General Formula (II) 



Substitute paper (Provision 26) 
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(In the formula, Ai, A 2 , and R 3 are the same as described above, X is a free 
group such as halogen, or an optically active sultam derivative.), and 

a compound indicated by the General Formula (III) 



(In the formula, A 3 , A4, R3, n, q and r are the same as described above.) 
are allowed to undergo a Staudinger reaction or a Mannich reaction. 
3. General Formula (IV) 



Substitute paper (Provision 26) 



Explanation based on Article 19 



1 . By correcting Claim 1 , it was clarified that the R4 group is bonded by a 
carbon atom to carbon atom bond to a tetrahydropyran ring. Specifically, it was 
clarified that the compound of Claim 1 is a C-glycoside (C-saponin). 

2. The difference between the compound of Claim 1 of the present 
application and the compound described in Claim 1 of Cited Literature 
W097/16455 will be explained. 

(1 ) In the compound of Claim 1 of the present application, the R4 group is 
bonded by a carbon atom to carbon atom bond to a tetrahydropyran ring. 
Specifically, the R4 group is a C-glycoside (C-saponin) of a p-lactam compound. 

On the other hand, the compound described in Claim 1 of Cited Literature 
W097/16455 is as follows: 



Here, G is as follows: 



In the compound described in Claim 1 of Cited Literature W097/1 6455, if G is 
one of the groups (b), (c), or (e), G is bonded by a oxygen to carbon bond (-0-G). 
Specifically, this is an O-glycoside (O-saponin) of a p-lactam compound. 

The two differ on this point. 

(2) Moreover, in the compound of Claim 1 of the present application, when k 
and I of R4 are 0 and R 5 is -OCH 2 -, the carbon atoms on both sides of the 
oxygen atom that forms the tetrahydropyran ring are both bonded to the oxygen 
atom through carbon atoms. Specifically, this is a C-glycoside (C-saponin) of a 
p-lactam compound. On the other hand, when G described in Claim 1 of Cited 
Literature W097/16455 is a compound of group (d), one of the carbon atoms on 
both sides of the oxygen atom that forms the tetrahydropyran ring is bonded to 
an oxygen atom. Specifically, this is an O-glycoside (O-saponin) of a p-lactam 
compound. The compound of Claim 1 of the present application differs from the 
compound in which G is group (d) as described in Claim 1 of Cited Literature 
W097/16455. (Refer to the following diagram.) 
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The compound in the Cited Literature when G is group (d) 

The compound of the invention of the present invention 

3. The difference in the actions and effects of the various compounds 
described above will be explained. 

(1 ) An O-glycoside of a p-lactam compound has a carbon atom to oxygen 
atom bond in which the one of the carbon atoms on both sides of the oxygen 
atom that forms the tetrahydropyran ring is directly bonded to the oxygen atom, 
and the glycosidase and the base, etc. are easily subjected to hydrolysis. 

In contrast, in a C-glycoside of a p-lactam compound, the carbon atoms on both 
sides of the oxygen atom that forms the tetrahydropyran ring are both directly 
bonded to carbon atoms, and there is no carbon atom to oxygen atom bond. As 
a result, a C-glycoside of a p-lactam compound is stable in relation to 
glycosidase and bases, etc. 

The difference in action and effect between the two compounds described above 
is explained by citing experimental data in the section "Biological stability tests" 
on page 59 of the specification of the present application. 

(2) Conventional p-lactam compounds having a cholesterol absorption 
inhibition effect are absorbed in the body, and indicate a stronger activity by 
being converted by the body into O-glycosides with stronger action and are then 
excreted again into the small intestines. 

However, as previously described, because the O-glycosides of the p-lactam 
compounds are easily hydrolyzed by glycosidase and bases, the aforementioned 
O-glycosides of p-lactam compounds with stronger action are expected to have a 
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weaker pharmacological effect and a shorter duration because the O-glycosides, 
which are the active members of the compound, are easily hydrolyzed by the 
glycosidase and bases, etc. present in the small intestines, specifically, by 
metabolism within the body. 

On the other hand, the C-glycosides of the of the p-lactam compounds of Claim 1 
of the present application are stable in relation to glycosidase and bases, and 
therefore can be expected to resolve the problems of weak pharmaceutical 
action of short duration that p-lactam compounds with O-glycosides have. 

(3) As described above, the C-glycosides of the of the p-lactam compounds of 
Claim 1 of the present application can be expected to have superior biological 
stability and a greater pharmaceutical effect than the O-glycosides of the p- 
lactam compounds described in Claim 1 of Cited Literature W097/1 6455. 

4. Moreover, Claims 2 to 5 of the present application indicate methods of 
synthesizing the p-lactam compounds of Claim 1 of the present application using 
C-glycosides as the base substance. The cited literature does not describe 
methods of synthesis using C-glycoside as the base substance, nor is this even 
implied. 

(End) 



97 



